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Title: HIGH AF^NITY SMALL MOUBCULE C5A RECEPTOR MODULATORS 

BACKGROUND 

Field of the Invention 

This invention relates to low moleciilar weight, non-peptidic, non- 
peptidomimetic, organic molecules that act as modulators of mcuzmialian 
complement C5a receptors, preferably ones that act as high affinity C5a recptor 
ligands. The invention also relates to such ligands that act as antagonists (including 
inverse agonists) of complement C5a receptors, preferably human C5a receptors. 
This invention also relates to pharmaceutical compositions comprising such 
compoimds. It further relates to the use of such compounds in treating a variety of 
inflammatory and immune system disorders. Additionally, this invention relates to 
the use such compounds as probes for the localization of C5a receptors. 

Background of the Invention 

C5a, a 74 amino acid peptide, is generated in the complement cascade by the 
cleavage of the complement protein C5 by the complement C5 convertase enzyme. 
C5a has both anaphylatoxic (e.g., bronchoconstricting and vascular spasmogenic) 
and chemotactic effects. Therefore, it is active in engendering both the vascular and 
cellular phases of inflammatoiy responses. Because it is a plasma protein and, 
therefore, generally almost instantly available at a site of an inciting stimulus, it is a 
key mediator in terms of initiating the complex series of events that results in 
augmentation and amplification of an initial inflammatory stimulus. The 
anaphylatoxic and chemotactic effects of the C5a peptide are believed to be mediated 
through its interation with the C5a receptor (CD88 antigen), a 52 kD membrane 
bound G-protein coupled receptor (GPCR). C5a is a potent chemoattractant for 
poljrmorphonudear leukocytes, bringing neutrophils, basophils, eosinophils and 
monocytes to sites of inflammation and/or cellular injury. C5a is one of the most 
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potent chemotactic agents known for a wide variety of inflammatory cell types, C5a 
also *'primes" or prepares neutrophils for various antibacterial functions, e.g., 
phagocytosis. Additionally, C5a stimulates the release of inflammatory mediators 
(e.g., histamines, TNF-a, ILrl, IL-6, IL-8, prostaglandins, and leukotrienes) and the 
release of lysosomal enzymes and other cytotoxic components from granuloc^es. 
Among its other actions, C5a also promotes the production of activated oxygen 
radicals and the contraction of smooth muscle. 

Considerable experimental evidence implicates increased levels of C5a in a 
number of autoimmune diseases and inflaxxmiatoiy and related disorders. 

Antagonists that block the binding of C5a to its receptor or other agents, 
including inverse agonists, which modulate signal transduction associated with 
C5a-receptor interactions, can inhibit the pathogenic events, including chemotaxis, 
associated with anaphylatoxin activity contributing to such inflammatory and 
autoimmune conditions. Despite many attempts, no one has previously been able to 
provide any small molecule (less than 700 Daltons MW, or amu) non-peptide, non- 
peptidomimetic, non-peptoid, C5a antagonist that is essentially free of agonist 
activity at the C5a receptor and that exhibits a binding affinity for the C5a receptor 
of less than 1 micromolar, and preferably less than 100 nanomolar. 

Description of Related Art 

Certain modified C5a peptides (i.e., modifications of C5a) have been identified 
as partial C5a antagonists and have been shown to block a number of C5a mediated 
actions including neutrophil chemotaxis, neutropenia and superoxide formation. 
Various C5a peptidomimetic compoimds have also been reported as modulating C5a 
activity, including cyclic peptoids (a peptoid is a peptidomimetic compound 
comprising an oligomeric assemblage of naturally occurring amino acids that have 
been N-substituted). T^ically these C5a modulatory compounds exhibit a 
molecular weight greater than 500 Daltons, and general^ greater than 700 Daltons. 
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STTMMARY OF THE INVENTION 

The present invention provides novel compounds that are small molecule 
C5a receptor antagonists that are non-peptide, non-peptidomimetic, and are 
preferably free of C5a receptor agonist activity, which compounds exhibit hi^ 
affinity for the C5a receptor, i.e., an affinity constant for binding to the C5a receptor 
of less than 1 micromolar. Highfy preferred compounds exhibit very high afSnily for 
the C5a receptor, i.e., an afBnity constant for binding to the C5a receptor of less 
than 100 nanomolar. Preferred compounds are C5a receptor antagonists (including 
inverse agonists). Preferred antagonists exhibit an antagonist ECso (which as usd 
herein includes ICso) of less than 1 micromolar, preferably less than 100 nanomolar, 
in an assay of C5a mediated chemotaxis. Preferred C5a receptors are mammalian, 
preferably primate receptors, including himwui C5a receptors, and may either be 
cloned, recombinantly expressed receptors or naturally expressed receptors. In 
certain preferred embodiments, compounds of the invention exhibit an affinity for 
human C5a receptors that is higher than for rodent C5a receptors, preferably at 
least five times higher, more preferably ten times higher. 

The compounds of the present invention do not interact with dopamine 
receptors with even moderate affinity, i.e., they do not bind to dopamine receptors 
with Ki values of less than 100 micromolar. Preferred compounds of the invention 
do not bind to any naturally occurring receptors other than C5a receptors with high 
affinity, and preferably they do not bind to any naturally occiuring receptors other 
than C5a receptors with even moderate affinity. 

In certsdn embodiments these compoxmds also possess one or more, and 
preferably two or more, three or more, four or more, or all of the following properties 
in that they are: 1) mtilti-aiyl in structure (having a plxirality of un-fused or fused 
aryl groups), 2) heteroaiyl in structure, 3) orally available in vivo (such that a sub- 
lethal or preferably a pharmaceutically acceptable oral dose can provide a detectable 
in vivo effect such as a reduction of C5a-induced neutropenia), 4), comprised of fewer 
than four, preferably fewer than three, or fewer than two, or no amide bonds, and 5) 



3 



wo 02/49993 PCT/USOO/26816 
capable of inhibiting leukocyte chemotaxis at nanomolar concentrations and 
preferably at sub-nanomolar concentrations. 

In a highly preferred aspect, the invention provides non-peptidic, non- 
peptidomimetic, low molecular weight compounds that act as high affinity 
antagonists of the human C5a receptor. Specifically exemplified representative 
compotmds include, but are not limited to optionally substituted aiylimidazoles (i.e. 
imidazoles having one or more ring substituents of optionally substituted 
carbocyclic aryl or optionally substituted heteroaryl), optionally substituted 
arylpyridyls (i.e.pyridyls having one or more ring substituents of optionally 
substituted carbocyclic aryl or optionally substituted heteroaryl), optionally 
substituted aryl-substituted cycloalltylimidazoles (i.e.cycloalkylimidazoles having 
one or more ring substituents of optionally substituted carbocyclic aiyl or optionally 
substituted heteroaryl), optionally substituted arylp3nrazoles (i.e.pyrazoles having one 
or more ring substituents of optionally substituted carbocyclic aryl or optionally 
substituted heteroaiyl), optionally substituted benzimidazoles, optionally 
substituted aryl-substituted tetrahydroisoquinolines (i.e.tetrahydroisoquinolines 
having one or more ring substituents of optionally substituted carbocyclic aiyl or 
optionally substituted' heteroaiyl), and optionally substituted biaiyl carboxamides 
(i.e. a carboxamide that has one or more optionally substituted bi-carboxylic aryl or 
heteroaiyl substituents). Novel intermediates useful for synthesizing compounds of 
the invention are also provided. 

Preferred compounds of the invention are compounds of Formula I, shown 
below, that bind specificaUy, and preferably with high afGnity, to C5a receptors. 

The invention also provides pharmaceutical compositions comprising 
compounds of the invention, including those of Formula I, including otppinally 
substituted aiylimidazoles, optionally substituted arylpyridyls, optionally 
substituted aryl-substituted cycloallgrlimidazoles, optionally substituted 
arylpjrrazoles, optionally substituted benzimidazoles, optionally substituted aiyl- 
substituted tetrahydroisoquinolines, and optionally substituted biaiyl carboxamides. 
The C5a receptor antagonist compounds described herein are particularly useful in 
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the treatment of CSa-mediated inflammation, e.g., inflammation associated with 
various inflammatory and immune system disorders. The invention further 
comprises a method of treating a patient in need of such anti-inflammatoiy 
treatment or immune treatment an effective amount of a compound of the invention, 
e.g. an amount of a compound of the invention sufGcient to yield a plasma 
concentration of the compound (or its active metabolite, if a pro-drug) high enough 
to inhibit white blood cell (e.g., neutrophil) chemotaxis in vitro. Treatment of 
humans, domesticated companion animals (pets) or livestock animals suffering such 
conditions with an effective amount of a compound of the invention is contemplated 
by the invention. For treating non-human animals of any particular species, a 
compound exhibiting high afflnity for the C5a receptor of that particular species is 
preferred. 

In a separate aspect, the invention provides methods of using compounds of 
the invention as positive controls in assays for receptor activity and using 
appropriately labeled compounds of the invention as probes for the localization of 
receptors, particularly C5a receptors, e.g., in tissue sections (e.g., via 
autoradiography) or in vivo (e.g., via positron emission tomography, PET, or single 
positron emission computed tomography, SPECT, scanning and ims^ing). 

The invention provides compounds and compositions that are useful as 
inhibitors of CSa-mediated chemotaxis (e.g., they may be used as standards in 
assays of such chemotaxis). The invention additionally comprises methods of 
inhibiting CSa-mediated cellular chemotaxis, preferably leukoc^e (e.g., neutrophil) 
chemotaxis. These methods comprise contacting white blood cells, particularly 
primate white blood cells, especially human white blood cells, with one or more 
compoimds of the invention. Preferably the concentration is sufficient to inhibit 
chemotaxis of white blood cells in an in vitro chemotaxis assay, so that the levels of 
chemotaxis observed in a control assay (e.g., one to which a compound of the 
invention has not been added) are significantly higher (significantly here measured 
as p£0.05 using a conventional parametric statistical analysis method such as a 
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student's T-test) than the levels observed in an assay to which a compound of the 
invention has been added. 

Accordingly, a broad aspect of the invention is directed to non-peptidic 
organic (carbon-containing molecules, having a molecular mass of less than 700 
amu, that exhibit C5a antagonist activity or C5a inverse agonist activity with an 
EC50 of less than 500 nM in an assay of C5a mediated leukocyte chemotaxis. 

More particularly the invention includes compounds of Formula I, 



LIP represents an alkyl, carbocyclic aiyl, heteroaiyl, or aiylallcyl; 
A is oxygen or nitrogen; 

di represents the distance between A and the geometric center of ARl and is 

between 3 and 6 angstroms in at least one energetically accessible confonner 
of the compound; 

da represents the distance between A and the geometric center of AR2 and is 
between 5 and 10 angstroms in at least one energetically accessible 
conformer of the compound; and 

da represents the distance between A and the nearest atom of LIP and is 
between 3 and 6 angstroms in at least one energetically accessible conformer of the 
compound. Preferred compoimds of Formula I exhibit antagonist (including inverse 
agonist) activity at C5a Receptors, and essentially no or little agonist activity at this 
receptor. Preferably such compounds contain one or more heteroaiyl rings. 

Preferred compounds of the invention exhibit good activity in standard in 
vitro 05 receptor mediated chemotaxis assay, specifically the assay as specified in 




LIP 



Fomiiila I 



wherein: 



ARl and AR2 are independently carbocyclic atyl or heteroaiyl; 



6 



wo 02/49993 PCT/USOO/26816 

Example 12, which follows and is defined below. Alternative preferred assays 
include the calcium mobilization assay. Preferred compounds of the invention 
exhibit an BCso of about 500 nM or less in such a standard C5a mediated 
chemotaxis assay, more preferabhjr an ECso of about 200 nM or less in such a 
standard C5a mediated chemotaxis assay, still more preferably an ECso of about 
100, 50, 25 and 10 nM in such a standard C5a mediated chemotaxis assay, even 
more preferably an ECso of about 5 nM in such a standard C5a mediated chemotaxis 
assay. 

The invention includes additional methods such as methods for localizing 
C5a recerptors in tissue section samples, comprising cotacting a tissue sample with 
detectably labelled one or more compounds of the invention that are preferably 
detectably labeled, optionsdly washing the contacted tissue sample, and detecting 
the bound compound associated with the tissue sample. Suitable detectable labels 
include e.gA^l, tritium, ^^F, ^^c or the like. A variety of detection methods coidd be 
employed include single emission photono computed tomography (''SPECT''). 

Other aspects of the invention are discussed irifrcL 

BRIEF DESCRIPTION OF THE DRAWINGS 

FIG. 1 is the sequence of SEQ ID NO-1. 

DETAILED DESCRIPTION OF THE INVENTION 

Prefeired compoomds of the invention include carbon-containing molecules 
that comprise: 

i) having a molecular mass of less than 700 amu; 

ii) that is nonpeptidic; 

iii) that exhibits C5a antagonist activity or C5a inverse agonist activity with 
an BCso of less than 500 nM in an assay of C5a mediated leukocyte chemotaxis; 
and 

iv) exhibits less than 10% intrinsic agonist activity in an assay of leukocyte 
chemotaxis. 
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Among such compounds, particularly preferred are those that contain one or 
more heteroaryl and/or carbocyclic rings. For example, preferred are compounds of 
the following formula: 




ARl and AR2 are independently optionally substituted carbocyclic aiyl or optional^ 
substituted heteroaiyl; 

LIP represents an optionally substituted alkyl, optionally substituted carbocyclic 
aryl, optionedly substituted heteroaiyl, or optionally substituted arylalkyl; 
A is oxygen or nitrogen; 

di represents the distance between A and the geometric center of ARl and is 

between 3 and 6 angstroms in at least one eneigetically accessible conformer 
of the compoimd; 

da represents the distance between A and the geometric center of AR2 and is 

between 5 and 10 angstroms in at least one energetically accessible 

conformer of the compound; and 
d3 represents the distance between A and the nearest atom of LIP and is between 3 

and 6 angstroms in at least one energetically accessible conformer of the 

compound. 

Preferred compounds of the invention also include heterocycles of the 
following formula II : 

n 
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or a phannaceutically acceptable salt thereof, wherein the compound exhibits an 
ECso of luM or less in an assay of C5a mediated chemotaxis, 

wherein: 

the ring system represented by 



is a 5 to 7 membered heterocycie that may be either aromatic or partially 
unsaturated; 

X is N, C, or CR?, wherein Rjis hydrogen, hydroxy, halogen, amino, cyano, nitro, 
optionally substituted haloalkyl, optionally substituted alkoxy, optionally 
substituted mono- or dialkylamino, optionally substituted alkyl, optionally 
substituted alkenyl, optionally substituted alkynyl or optionally substituted 
(cycloalkyl)al]Qrl; 
Y is N or CH; 
n is 0, 1, or 2; 
m is 0, 1, or 2; 

R and Ri are independently chosen from hydrogen, hydroxy, halogen, amino, cyano, 
nitro, optionally substituted haloalkyl, optionally substituted alkoxy, 
optionally substituted mono- or dialkylamino, optionally substituted alkyl, 
optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, optionally substituted (qydoalkyljalkyl, 
optionally substituted carbopyclic aiyl, optionally substituted aiylallcyl, 
optionally substituted heteroaxyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Ra, Rj, RsA, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, optionally substituted haloalkyl, optionally substituted 
alkoxy, optionally substituted mono- or dialkylamino, optionally substituted 




9 



wo 02/49993 PCT/USOO/26816 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 

optionally substituted qrcloalkyl, and optionally substituted (cycloalkyl)allqrl; 
When n is 0, Ri and R3 may be joined to fonn a cydoallQrl or heterocycloaUcyl ring, 

each of which may be optionally substituted; 
When n is 1, R and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 

each of which may be optionally substituted; 
R4 is alkyl, alkenyl, aUqaiyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted sxyleHkyl, 

optionally substituted heteroazyl or heteroalipycUc group having from 1 to 3 
rings, 3 to 8 members in each ring and &om 1 to 3 heteroatoms; and 

Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 



Preferred compounds of the above Formula n include those compounds 
wherein: 

R and Ri are independendently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, allQniyl, cycloallQrl, and (cycloalkyljalkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifLuoromethyl, trifluoromethor^, haloalkyl, hydroxy, aceto:^, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
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nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
alkyl, alkenyl, alkynyl, alkoxy, amino, and mono- or dialkylamino; 
R2, R3, RsA, R5> and Re are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alko^, amino, 
and mono- or diallQrlamino; 

R7 is hydrogen, hydrosQr, halogen, amino, cyano, nitro, or haloalkyl, or 

R? is alkosy, mono- or dialkylamino, alkyl, alkenyl, allQmyl or (a/doalkyrljaU^l, each 
of which may be unsubstituted or substituted by one or more of halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
alkoxy, amino, and mono- or dialkylamino; 

When n is 0, Ri and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 
each of which may be unsubstituted or substituted with one or more 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroT^, acetoxy, alkyl, alkenyl, alkynyl, alko^, 
amino, mono- or dialkylamino; 

When n is 1, R and R3 may be joined to form a cycloalkyl or heterocycloallgrl ring, 
each of which may be unsubstituted or substituted with one or more 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethojcy, haloalkyl, hydros, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloaBQrl)alkyl, each of which may be 
unsubstituted or substituted with 

one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; or 
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R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoqtunoHnyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, allQ^l, alkenyl, alkynyl, alkoj^, amino, mono- or 
dialkylamino, carboxylic acid, esters of carboxylic adds, aminocarbonyl, 
mono or diallsylaminocarbonyl, N-all^ylsulfonylaminocarbonyl, 1-azetidinyl, 
1-pyrrolidinyl, and 1-piperidyl; or 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, all^l, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; and 
Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodio:dnyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoqtunolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, carboxylic acid, esters of carbosgrlic acids, aminocarbonyl. 
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mono or dialkylaminocarbonyl, N-alkylsulfonylaminocarbonyl, l-azetidinyl, 
l-pyrrolidinyl, and l-piperidyl, and 
ii) bicyclic 03^gen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyanOf 
trifluoromethyl, trifluorometho^Qr, haloalkjrl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino. 

Additional preferred compounds of the above formula II include those 



R and Ri are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Cr 
Cejalkylamino, cyano, nitro, haloallqrl, and 

ii) CrCs alkyl, Ca-Ce alkenyl, C2-C6 alk/nyl, Ca-Ca cycloalljyl, and (C3- 
Csloycloalltyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloall^l, hydroxy, acetoxy, alkoxy, amino, and mono- or di{Ci- 
Cejall^lamino, 

ill) phenyl, p)nTolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pjnrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, halosdkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, Cij-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino; 
When n is 0, Ri and R3 may be joined to form a Ca-Ca cycloalkyl or Ca-Ca 

heterocycloalkyl ring, each of which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 




wherein 
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trifluoromethyl, trifhiorometho^, haloalkyl, hydroxy, acetojcy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

When n is 1, R and Ramay be joined to form a Cs-Cs cydoalkyl or Ca-Cs 

hetero^cloall^l ring^ each of which may be unsubstituted or substituted 
with one or more substituents selected from halogen^ nitro, cyano> 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Cj-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

R2» Rsy RsA, Rs, and Re are independently selected from 

i) hydrogen, halogen, hydro:;^, amino, Ci-Ce alkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, Cg-Ce allgmyl, Ca-Cs cydoalkyl, and (Ca-Cs 
Cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

R7 is hydrogen, hydroxy, halogen, amino, cyano, nitro, or haloalkyl, 
Ryis alkoxy, mono- or di(Ci-C6)alkylamino, Ci-C6alky^l, Ca-Cealkenyl, C2-C6 alkynyl 
or (Ca-Cscycloalkyl) Ci-Caalkyl, each of which may be unsubstituted or 
substituted by one or more of halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxyr, acetoxy, Ci-Ce alkoxy, amino, and 
mono- or difCi-Cejalkylamino; 
R4 is Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Cs-Cb cycloalkyl, (Ca-Cs cycloalkyl) 
C1-C3 all^l, each of which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroj^^, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoscy, amino, and mono- or di(Ci- 
Cejalkylamino; or 
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R4 is phenyl, phenyl(Ci-C4)alkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, 
imidazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, 
tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, 
indanyl, isoindolyl, benzofuranyl, isobenzofuranyl, benzofbjthiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isQxazolyl, quinolinyl, 
iscMiiunolinyl, dnnolinyl, quinazolinyl, or quinoxalinyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogien, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce 
alko^QT, amino, mono- or di(Ci-C6)alkylamino, carbosQrlic acid, esters of 
carbo:^lic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, 
N-( Ci-C6)aIkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1- 
piperidyl; or 

R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cy^o, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3Qr, aceto^qr, Ci-Ce all^l, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoay, amino, and mono- or di(Ci- 
Cejalkylamino; and 

Ari and Ara are independently chosen from phenyl, phenyl(Ci-C4)alkyl, chromanyl, 
pyrrolyl, fiiranyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pjrrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofriranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halog^, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
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hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy. 



amino, mono- or di(Ci-C6)alkylamino, carboxylic acid, esters of carbo^lic 
acids, aminocarbonyl, mono or di(Cx-C6)alkylaminocarbonyl, N-(Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, and 1-piperidyl; 
and 

ii) bicyclic o:^gen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alko^Qr, amino, and mono- or di{Ci- 
Cejallgrlamino. 

Still additional preferred compounds of the aboveformula II include those 
compounds of the following fomula: 





and additionally include those compounds of the following formula: 




m is 0, 1, or 2; 



Ri is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, 



alkoxy, mono- or diaUsylamino, optionally substituted alkyl, optionally 



substituted alkenyl, optionally substituted alkynyl, optionally substituted 



cycloalkyl, optionally substituted (cycloalkyl)alkyl, 
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optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, Rs, RsA, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or diallQrlamino, optionally 
substituted alliyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylall^l, 

optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

Additional preferred compounds of the above formula II include those 
compounds of the following formula: 



wherein: 

Ri is hydrogen, C1-C7 alkyl, halogen or phenyl optional substituted with Ci-Ce 

alkyl, C1-C6 alkoxy, halogen, hydroxy, amino, or mono- or di(Ci-C6)alkylamino; 
R2 is Ci-Cs alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or C1-C7 alkyl. 
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Additional preferred compounds of the above formula II include those 
compounds of the following formula: 



wherein: 

Ari is phenyl, phenylalkyl, thienyl, imidazolyl, pyridyl, pyrimidyl, benzodioxinyl, 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, c^ano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyi, C2-C6 alkynyl, Ci-C© alko^Qr, amino, mono- or di(Ci- 
Celalkylamino; 

Ar2 is defined as in Claim 2; 

Ri is hydrogen, C1-C7 alkyl, halogen or phenyl optionally substituted with Ci-Ce 

alkyl, C1-C6 alko^QT, halogen, hydro:^, amino, or mono- or di(Ci-C6)alkylamino; 
R2 is Ci-Cs all^l or Ca-Cs cycloalkyl; and 
Rs is hydrogen or C1-C7 allqrl; and 

R4 is Ci-Ca alkyl, C3-C8 cycloalkyl, or (Ca-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce allcyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-C6)alky]amino. 

Additional preferred compounds of the above formula II include those 
compoimds of the following formula: 
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wherein: 

An is phenyl, phenylalkyl, thienyl, imidazolyl, pyridyl, pyrimidyl, benzodioxinyl, 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to foxir groups independently selected from halogen, nitro, cyano, 
trifluorometbyl, trifluoromethoxy, haloalkyl, hydroscy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce allsynyl, Ci-Ce alkoxyr, amino, mono- or di(Ci- 
Cejalkylamino; 

Ar2 is defined as in Claim 4; 

Ri is hydrogen, C1-C7 alkyl, halogen or phenyl optionally substituted with Ci-Ce 

alkyl, C1-C6 alkoxy, halogen, hydro?^, amino, or mono- or di(Ci-C6)alkylamino; 
Ra is Ci-Cs alkyl or C3-C8 cydoalkyl; and 
R3 is hydrogen or C1-C7 alkyl; and 

R4 is phenyl, phenyI(Ci-C4)allqrl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, 
imidazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, 
tetrazolyl, pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, 
indanyl, isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, 
isoqtiinolinyl, cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 

R4 is a bicydic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylammo. 
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Additional preferred compounds of the above formula II include those 
compounds of the following formula: 



Ari is phenyl, phenylallQrl, thienyl, or pyridyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoay, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 sdkenyl, C2-C6 aUcynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino; 

Ara is defined as in formida II; 

Ri is hydrogen, methyl, ethyl, or optionally substituted phenyl; 
R2 is C3-C8 alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or methyl; and 

R4 is Ci-Ca alkyl, Ca-Ca cycloalkyl, or (Ca-Ca cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho^, hedoalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-C6)alkylamino. 

Additional preferred compounds of the above formula II include those of the 
following formula: 




R2 



wherein: 




wherein: 
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Ari is phenyl, phenylalkyl, thienyl, or pyridyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce aUcoxy, 
amino, mono- or di(Ci-C6)alkylamino; 

Ar2 is defined as in Claim 4; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is Cs-Ca alkyl or Cs-Cs cycloalkyl; and 

R3 is hydrogen or methyl; and 

R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyra2dnyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce sXkyl, Ca-Ce alkenyl, Ca- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-Ce)alkylamino; or 

R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca-Ce alkenyl, Ca-Ce allgmyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Ce)alkylamino. 

Still additional preferred compounds of the above formula li include of the 
following formula: 
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R4 



wherein: 



Ari is phenyl, phenylalkyl, thienyl, or pyridyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Cx-Ce edkoxy, 
amino, mono- or di(Ci-C6)alkylamino; 

Ar2 is chosen from phenyl, phenyl(CrC4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, 
naphthyl, indolyl, indanyl, ben2o[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho^g^, haloallqrl, hydroxy, acetosgr, Ci-Ce alkyl, C2-C6 alkenyl, Ca- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, carboxylic 
add, esters of carbo3cylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-(Ci-C6)allgrlsu]fonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, £uid I-piperidyl; or 

Ar2 is a bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoay, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoscy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is C3-C8 alkyl or Cs-Cs cycloalkyl; and 
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R3 is hydrogen or methyl; and 

R4 is Ci-Csalkyl, Ca-Ca cycloalkyl, or (Ca-Cs cycloalkyl) Cx-Caalkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethosy, haloallQrl, 
hydroxy, acetoxy, Ci-Q alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-Ce)alkyIamino. 

Still further preferred compounds of the above formula n include those of the 
following formula; 




wherein: 

Ari is phenyl, phenyl(Ci-C4) alkyl, thienyl, or pyridyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethojEy, haloallQrl, 
hydroxy, acetoxy, CrCe alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, mono- or diCCi-Cejall^lamino; 

Ara is chosen from phenyl, phenyl(Ci-C4)allfyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho^, haloalkyl, hydroxy, acetosgr, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
C6 alkynyl, Ci-Ce alko:Qr, amino, mono- or di(Ci-C6)alkylamino, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-(Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and l-piperidyl; or 

Ar2 is a bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano» 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroxy, acetoxy, Ci-Cealkyl, 
C2-C6 alkenyl, Ca-Ce slkynyl, Ci-Cg sJkoxy, axoino, and mono- or di(Ci- 
Cejalkylamino; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is Ca-Cs alkyl or Ca-Ca cycloalkyl; and 

R3 is hydrogen or methyl; and 

R4 is phenyl, phenyl(CrC4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, qiiinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, Ca- 
Cg alkynyl, Ci-Ce alkoj^, amino, mono- or di(Ci-C6)alkylamino; or 

R4is a bicyclic oxygen-containing group of the formida: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
CelaUcylamino. 

Preferred compounds of the invention also include those of the following 
formula III: 
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R4 



Arv 



Ar2 



in 



or a pharmaceutically acceptable salt thereof, wherein: 

Ari is phenyl, phenyl(Ci-C4)£dlcyl, thienyl, or pyridyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alko3^, 
amino, mono- or di(Ci-C6)alk3rlamino; 

Ara is a bicj^clic o^gen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3cy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6alkymyl, Ci-Ce sJkoxy, amino, and mono- or di(Ci- 
Celalkylamino; 
Ri is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cs cycloallqrl, and (C3- 
Cajcycloalkyl) C1-C3 alkyl, each of which may be lonsubstituted or substituted 
by one or more of halogen, nitro, c^ano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alko:^, amino, and mono- or di(Ci- 
Cfijalkylamino; or 

Ri is selected from 

phenyl, pyrrolyl, fiiranyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazotyl, tetrazolyl, pyridyl, pyrimidyl, 
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pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto3cy, Ci-Cs alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, anuno, and mono- or di(Ci- 
C6)al]Qrlanuno; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoay, mono- or di(Ci- 
CejallQrlamino, cyano, nitre, haloalkyl, and 

ii) Ci-Ca alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, and (Ca-Ca 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, pyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydrojgr, acetoxy, Ci-Ce alkoxjr, amino, mono- or di(Ci- 
Celalkylamino; and 

R4 is Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Cs-Cg cycloalkyl, (Ca-Cs cycloalkyl) Ci- 
C3 alkyl, each of which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoj^, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce aJko^, amino, and mono- or di(Ci- 
Cejalkylamino; or 

R4 is phenyl, phenyl(Ci-C4)alkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, 
imida2X)lyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, 
tetrazolyl, pyridyl, pyrimidyl, pyrasdnyl, benzimidazolyl, naphthyl, indolyl, 
indanyl, isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, 
isoquinolinyl, cinnolinyl, quinazolinyl, or qiunoxalinyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Cg 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, carboxylic add, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, 
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N-( Ci-C6)allcylsulfonylaininocarbonyl, l-azetidinyl, l-pyrrolidinyl, and 1- 
piperidyl; or 

R4 is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano^ 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro:^, acetoxy, Ci-Ce alkyl, Ca-Ce 
alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



Preferred compounds of the above formula III include those wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 
R2 is C3-C8 alkyl or Cs-Cs cycloallgrl; 
R3 is hydrogen or methyl; and 

R4is Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (Ca-Cs cycloalkyl) Cr 
C3 alkyl, each of which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce allQ^l, C2-C6 alkenyl, C2- 
Cfi allQniyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)aI]Qflamino. 
Additional preferred compounds of formula III include those wherein: 

Ri is hydrogen, methyl, ethyl, or phenyl; 

Ra is Ca-Cs alkyl or Ca-Cs cycloalkyl; 

R3 is hydrogen or methyl; and 

R4is Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cs cycloalkyl, (Ca-Cs cycloallQrl) Ci- 
Cs alkyl, each of which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyemo, trifluoromethyl, 
triiluorometho3Qr, haloalkyl, hydroxy, acetos^, Ci-Ce alkyl, C2-C6 alkenyl, Ca- 
Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 
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Still additional preferred compounds of formula III above include those 
wherein: 

Ri is hydrogen, methyl, ethyl, or phenyl; 
Ra is Cs-Cs alkyl or Cs-Cg cycloalkyU 
R3 is hydrogen or methyl; and 

phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, 
indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, 
quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, each of which may be 
optionally substituted or substituted with up to foiu* groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethosy, 
haloalkyl, hydroxy, acetoigr, C1-C6 allqrl, Ca-Cc alkenyl, C2-C6 all^yl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-Ce)aBqrlamino. 

Preferred compounds of formula III above also include those wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 
R2 is C3-C8 alkyl or Cs-Cs cydoalkyl; 
R3 is hydrogen or methyl; and 

Rvis a bicyclic ojQrgen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojq^, haloalkyl, hydro^, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 allgmyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
CG)alk/lamino. 

The invention also includes compounds of the following formula IV: 
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IV 

or a pharmaceutically acceptable salt thereof, wherein: 
n is an integer from 0 to 3; and 
R2 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each or which 
may be substituted or unsubstituted; 
R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloall^ljalkyl, haloalkyl, each or which may 

be substituted or unsubstituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted aiylallqrl, or an 

optionally substituted heteroaromatic or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 
R3 and RsA are the same or different and represent hydrogen or alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydro3cy, alkyl, 
or alkoxy; or 

Rs and Re, taken together with the carbon atom to which they are attached form a 
cycloalkyl ring; 

R5a and Rea are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydros, alkyl, and alkoxy; 
R7 represents hydrogen or alkyl; 
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Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted arylalkyl, or an optionally substituted heteroaiyl or heteroaUqyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 



Also preferred are compounds of that formula IV above (such preferred 
compovinds referred to as compounds of formula IV-A) wherein n, R3, Rsa, R5, Re, 
Rsa, Rea, and R7 are as defined in that formula IV, and 
R2 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalk^ljalliyl, or haloaUcyl, each or which 
unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifLuormethyl, trifLuorometho^gr, haloalkyl, hydros, aceto:^, alkos^, amino, 
and mono- or dialltylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, triiluoromethoxy, haloalkyl, 
hydrosQT, acetoay, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
diall^lamino, 

R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, p3rrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[dlisoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazoUnyl, or qidnoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, triiluoromethoxy, haloalkyl, 
hydros, acetoxy, alkyl, alkenyl, allgrnyl, alkoxy, amino, mono- or 
diallQrlamino, aminoalkoxy, carboxylic acid, esters of ceurbo^lic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 
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alkylsulfonylaminocarbonyl, l-azetidinyl, l-pyrrolidinyl, 1-piperidyl and - 
XRb, wherein X and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3Ey, acetoxy, alkyl, alkenyl, 
allqmyl, alkoxy, amino, and mono- or dialkylamino; 
Ari and Ar2 are independently chosen from 

i) phenyl, phenylallsyl, chromanyl, pyrrofyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzohiranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benzfdjisoxazolyl, quinolinyl, isoquinolinyl, 
dnnolinyl, quinazolinyl, or qiunoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro^ qyano, trifluoromethyl, trifluorometho^, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic adds, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

allQrlsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl and - 
XRbi wherein X and Rb are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
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-NHC(=0)-, . .. 

-NHSIOV., .C.O,HHS,OV-. -d-KKcSlOV- («.— ». 

occurrence from the group consisting of: 

Hydrogen, straight, branched, or .dica^l.oups.wMch»ay.^^ 

one ormoredouhleor triplets, eachofwhich .ay unsuhsatuted or 

substituted with one or raore substituent(s) selected from: 
0X0, hydroxy. -0(alkyl), -NH(a]kyl). 

S(0).NH{alkyl). -S(0),N(alkyl){alkyl), (whe« . is 0. 1. or 2). 

Mso preferred are compounds of formula W above wherein (such prefe^d 
compounds referred to as compounds of formula IV-B) 
n is defined as in formula IV above, and 
R3 and are the same or different and represent hydrogen or 

::dt;ln..therwiththec3rbonatomtow.chthey^ 

Ca^ cycloalkyl ring; 

allsyl. or Ci-Ce alkoxy. or 
8 cvcloalkyl ring; 

R2 is hydrogen or 

0. » ,Mc. .n»b«>««d or >^ »» or ^ 
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halogen, nitro, cyano, trifluormethyl, trifluoromethoxy, C1.3 haloalkyl, 
hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci-C6)alkylamino; 
R4 is hydrogen or 

Ci-8 alkyl, C2.8 alkenyl, alkynyl, Ca^cycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifLuoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)aU^Iamino, 

R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pjn-azolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, tnazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, . 
dnnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxir, haloalkyl, 
hydroxy, acetoxy, Ci-Ce allqrl, C2-6 alkenyl, C2-6 alliynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carbo^^lic acid, esters of 
carbo:^lic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Rb are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected &om hedogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-C^ alkoxy, amino, and mono- or di(Ci- 
Celalkylamino; 
Ari and Ar2 are independently chosen from 
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i) phenyl, phenylalltyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyiimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindo^li benzofuranyl, isobenzofureuiyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, C2-6 allsynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, axninocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylstdfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XRb, wherein X and Rb are as defined below; and 

ii) bicyclic osgrgen-containing groups of the formiila: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3cy, haloalkyl, hydrojq^, acetoxy, Ci-Ce eHkyl, 
€2^ alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -CC^OlNRc-, -S(0)mNH-, -S{0)niNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)a-, and -NRcS(0)a- (where m is 0, I, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 



34 



wo 02/49993 



PCT/USOO/26816 



substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N{Ci-C6 allgrl)(Ci-C6 alhyl), -NHC(0)(Ci-C6 allQrl), -N(Ci-C6 
alkyl)C(0)(Ci.6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Ci-C6 alkyl)( CrCe alkyl), (where x is 
0, 1, or 2). 

Also preferred are compounds of formula IV above (such preferred referred to 
as compounds of formula IV-C) wherein n, R2, Rd, R3A, Rs> He, Rsa, R6a> and R? are as 
defined in formula IV above, 
R4 is hydrogen or 

Ci-Cs alkyl, Ca-Cs alkenyl, C2-C8 alkynyl, Ca-Cscycloalkyl, (Cs-Cscycloalkyl) 
Ci-C4alkyl, haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alko^, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
adds, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Rb are as defined below; or 

R4 is a bicydic oxygen-containing group of the formula: 




35 



wo 02/49993 



PCT/USOO/26816 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3iy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoicy, amino, and mono- or di(Ci- 
C6)alkyIamino; 

Ari is phenyl, thienyl, or P3n:idyl, pjnimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which is unsubstituted or substituted with up to 
foxu- substituents independently selected from: 



halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydrojcy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
add, esters of carboxylic adds, aminocarbonyl, mono or di(Ci- 
Celalkylaminocarbonyl, N-( Ci-Celalkylsulfonylfiuninocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and ~XRb, wherein X and Rb are as 
defined below; 



Ar2 is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroscy, acetoxy, 
C1-C6 alkyl, C2-C6 alkenyl, C2-C6 allqynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejallsylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, and - 
XRb, wherein X and Rb are as defined below; or 

Ar2 is a bicyclic oxygen-containing group of the formula: 



wherein Ra' represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro^, aceto3cy, Ci-Ce alkyl. 
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C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-- 
C6)alkylamino; 

X is independently selected at each occurrence from the group consisting of -CH2-, * 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-. -C(=0)NH-, -C(*0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(»0)-, 

-NRcC(=0)-, -NHS(0)ni-, -C(=0)NHS(0)m-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic all^l groups, which may contain 
one or more double or triple bonds, each of which may xmsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci-C6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 allqrl), -S(0)xN(Ci-C6 alkyl)(Ci-C6 alkyl), (where x is 
0, 1, or 2), 

Further preferred are compounds of the above formula IV-C wherein: 
R3 and R4 are the same or different and represent hydrogen or methyl; 
R5 and Re are the same or different and represent hydrogen or methyl; and 
Rsa and Rea are the same or different, and are independently selected at each 
occurrence from hydrogen and methyl. 

Further preferred are compounds of the above formula IV-C wherein: 
R3 and R4 are hydrogen; 

Rs and Re are the same or different and represent hydrogen or methyl; and 
Rsa and Rea are the same or different, and are independently selected at each 
occvirrence from hydrogen and methyl. 
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Further preferred are compounds of the above formula IV-C wherein: 




or a pharmaceutically acceptable salt thereof, wherein: 
n is an integer from 0 to 3; and 
Ra is hydrogen or 

alkyl, alkenyl, all^yl, cycloallsyl, (cycloalkyljallsyl, or haloalkyl, each or which 
may be substituted or unsubstituted; 
R4 is hydrogen or 

Ci-Cs alkyl, Cq-Cs alkenyl, C2-C8 alkynyl, Ca-Cscycloalkyl, (Ca-Cscycloalkyl) 
Ci-C4alkyl, haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from hedogen, nitro, cyano, 
trifluoromethyl, trifluorometho^^i haloalkyl, hydro3^, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce allcynyl, Ci-Cg alko^, amino and mono- or di(Ci- 
Celalkylamino, 

R4 is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to foiu: groups independently selected from halogen, 
nitro, cyano, tnfluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 all^nyl, Ci-Ce alkojsy, amino, mono- or 
di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Re are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Celalkylamino; 

Ar2 is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydros, acetoxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-CG)alky]amino, aniino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrroKdinyl, l-piperidyl, and - 
XRb, wherein X and Rb are as defined below; or 

Ar2 is a bicyclic oxygen-containing group of the formula: 




wherein Ra' represents 0 to 3 groups selected from halogen, nitro» cyano, 
trifluoromethyl, trifluorometho:^, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 allqmyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
CelallQrlaniino; 

X is independently selected at each occiurence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)ni-, -C(=0)NHS(0)m-, and -NRcS(0)ax- (where m is 0, 1, or 2); 
and 
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Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0KCi-C6 alkyl), -NHS(0)x(Ci.C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Ci-C6 alkyl)(Ci-C6 alkyl), (where x is 
0, 1, or 2). 

Rs and Ra are the same or different and represent hydrogen or methyl; 

Rsa and R^a are the same or different, and are independently chosen at each 

occurrence from hydrogen and methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkosy, amino, 

mono- or di(Ci-C6)aIkylamino, and amino(Ci-C6)alko?^. 

Further preferred are compounds of the above formula IV-C wherein: 




or a pharmaceutically acceptable salt thereof, wherein: 
n is an integer from 0 to 3; and 
R4 is hydrogen or 
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Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ca-Cacycloallcyl, (Ca-Cscycloalkyl) 
Ci-CUalkyl, haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce aDqrl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamiiio, 

R4 is phenyl, naphthyl, thienyl, pjnidyl, p3Timidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce allgrl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alko3jy, amino, mono- or 
di(Ci-C6)alkylamino, amino(Ci-C6)alko3cy, carbosylic acid, esters of carbo^lic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
CejalkylsiilfonylEiminocarbonyl, l-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Re are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Celallqrlamino; 

Ara is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected frY}m halogen, 
nitro, cyano, trifluoromethyl, trifluorometho^, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
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C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, and - 
XRb, wherein X and Rb are as defined below; or 
Ar2 is a bicyclic os^gen-containing group of the formula: 



wherein Ra' represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyi, hydro^, acetoxy, Ci-Ce ailgrl, 
Ca-Ce alkenyl, C2-C6 all^yl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)aU(ylainino; 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, .C(«0)NH-, -C(=0)NRc-, -S{0)mNH-, -S(0)mNRc-, 
-NHC(-O)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and -NRcS(0)ia- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 



hydrogen, straight, branched, or cyclic aUsyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 



0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
.N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N{Ci-C6 
alkyl)C(0)(Ci-C6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Ci-C6 alkyl)(Ci-C6 alkyl), (where x is 
0, 1, or 2), 



R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 aUcynyl; 
Rs and Re are the same or different and represent hydrogen or methyl; 
Rsa and Roa are the same or different, and are independently chosen at each 
occurrence from hydrogen and methyl; and 
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Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydrosQr, 
acetosQT, Ci-Ce alkyl, C2-C8 alkenyl, Ca-Cs alkynyl. Ci-Ce alko^, amino, 
mono- or di(Ci-C6)alkylamino, and amino(Ci-C6)alko3Qr. 

Further preferred are compounds of the above formula IV-C wherein: 
Ar2, Rx, and n are as defined in formula IV-C, 
or a pharmaceutically acceptable salt thereof, wherein: 

Ra is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; and 
R4 is Ci-Cs straight or branched chain alkyl, C2-C8 alkenyl, or Ca-Ca allQmyl. 

Further preferred are compounds of the above formula IV-C, 
or a pharmaceutically acceptable salt thereof, wherein: 
R2 is C3-C8 straight or branched chain alkyl, Ca-Cs alkenyl, or Ca-Ca alkynyl; 
R4is phenyl, which may be unsubstituted or substituted with: 



Ci-Ce eHkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ca-Ca cycloalkyl, (C3-C8 
Qrcloalkyl)Ci-C4 alkyl, haloalkyl. Ci-Ce alkoxy, halogen, hydro3Qr, amino, 
or mono- or difCi-Cejalkylamino; or 



wherein Ra is hydrogen, Ci-Ce alkyl, Ca-Cg alkenyl, Ca-Ce alkynyl, Ca-Cs cycloalkyl, 
(C3-C8<^cloallgrl) C1-C4 alkyl, haloalkyl, alkosqr, halogen, hydroxy, amino, or 
mono- or di(Ci-C6)alkylamino; 

Ara is phenyl which is unsubstituted or optionaUy substituted or substituted with 



R4is a bicyclic oxygen containing group of the formula: 




up to four groups independently selected from: 



halogen, C1-C7 alkyl, C1-C7 alko3Qr, cyano, amino, mono- or di(Ci- 
Celalkylamino, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 
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alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pjrrolidinyl, l-piperidyl, 
1-morpholino, nitro, hydroxy, acetoxy, trifluoromethyl, and 
trifluoromethoxy or -XRb, wherein X and Rb are as defined for 
formula IV-C; or 
Ar2 is a bicyclic oxygen<;ontaiiiing group of the formula: 




wherein Ra, Ra', and n are as defined in formula IV-C. 

Also preferred are compounds of formula IV-C as specified above, wherein: 
n is an integer from 0 to 3; 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or Ca-Cs alkynyl; 
R4 is Ci-Cs straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 
Ar2 is a bicyclic oxygen containing group of the formula: 




wherein Ra' represents 0 to 3 groups selected from halogen, nitro, cystno, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aoetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino. 

Additional preferred compounds include those of the following formula V: 
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R3 Rz^s 



MeO 



'n ReA 



V 



wherein: 

n is an integer from 0 to 3; 

R3 and R3A are the same or different and represent hydrogen, halogen, hydroxy, 
alkyl, or alko^; or 

R3 and RaA, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alkoxy; or 

Rs and Re, taken together with the carbon atom to which they are attached form a 
qycloalkyl ring; and 

RsA and Rca are the same or different and represent hydrogen, halogen,, hydroxy, 
alkyl, or alkoxy. 

Preferred compounds of formula V include those compoimds wherein: 
R3 and RsA are the same or different and represent hydrogen or Ci-Ce alkyl; or 
R3 and RsA, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring of from three to six carbon atoms; 
Rs and Re are the same or different and represent hydrogen, halogen, hydro^Qr, Ci-Ce 

alkyl, or Ci-Ce alkoxy; or 
Rs and Re, taken together with the carbon atom to which they are attached form a 

cycloalkyl ring of from three to six carbon atoms; and 
RsA and Rsa are the same or different and represent hydrogen, halogen, hydroxy, Ci- 

Ce alkyl, or Ci-Ce alkoxy. 

Preferred compotmds of formula V include thosae compounds wherein: 
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R3 and R4 are hydrogen; and 

Rs, R6> RsA« and R6a are the same or different and represent hydrogen or methyl. 



Hie invention also includes compounds of the following formula VI: 




R3 R3AR5 



■ReA 



VI 



wherein: 

n is an integer from 0 to 3; 

R2 is alkyl^ alkenyl^ all^yl, c^cloallgrl, (cycloaUQrl)alkyl^ or haloalkyl, each of which 

may be substituted or unsubstituted; 
R3 and R4 are the same or different and represent hydrogen or alkyl; or 
R3 and Rsa, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alkoxy; or 

R5 and Re, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

RsA and R6a are the same or different and represent hydrogen, halogen, hydroxy, 
all^rl, or alkoxy; and 

Ari is unsubstituted or substituted carbocyclic aryl, unsubstituted or substituted 
aiylalkyl, or a unsubstituted or substituted heteroaromatic or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 

Preferred compounds of formula VI include those compounds wherein: 
R2 is Ci-Cs straight or branched chain alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ca-Cs 
cycloalkyl, C2-C8 (cycloalkyl)Ci-C4 alkyl, or Ci-Cs hedoalkyl; 
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R3 and Raa are the same or different and represent hydrogen or Ci-Ce alkyl; or 

R3 and R3a, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring of from three to six carbon atoms; and 
Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, C1-C6 

allqrl, or Ci-Ce alko^gr; or 
R5 and Re, taken together with the carbon atom to which they are attached form a 

cycloalkyl ring of from three to six carbon atoms; 
RsA and ReA are the same or different and represent hydrogen, halogen, hydroxy, Ci- 

Ce alkyl, or Ci-Ce alkoxy; 
An is phenyl, thienyl, or pyridyl, pyrimidyl, dihydrobenzofuranyl, furanyl, 
benzodioxanyl, indolyl, each of which is imsubstituted or substituted with up 
to four substituents independently selected from: 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce allQrl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alko^, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-CelaUgrlsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and -XRb> wherein X and Rb are as 
defined below; 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-. -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, "S(0)i„NH-, - 
S(0)niNRc-, -NHC(=0)-, -NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)ni-, and- 
NRcS(0)ni- (where m is 0, 1, or 2); and 
Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain one or 
more double or triple bonds, each of which may unsubstituted or substituted 
with one or more substituent(s) selected from: 

0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 allcyl), 
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-N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Cx-C6 alkyl), -N(Ci-C6 



alkyl)C(0)(Ci-C6 alkyl), -NHS(0WCi-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 



S(0)xNH(Ci-C6 alkyl), "S(0)xN(Ci-C6 alkyl)(Ci-C6 alkyl), (where x is 



0, l,or2). 



Preferred compounds of the above formula VI include those of the following 
formula: 



nis 0, 1, or 2: 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 
R5, R6, RsA, and R6a are the same or different and represent hydrogen or methyl; and 
Rc represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifLuoromethyl, trifluoromethojiy, haloalliiyly hydros, 
acetoxy, Ci-Ce allQrIy C2-C8 alkenyl, C2-C8 allQniyl, Ci-Ce alko^Qr, amino, 
mono- or di(Ci-C6)allQrlamino, and amino(Ci-C6)alkoxy. 

The invention also includes compounds of the following formula VII: 




wherein: 




vn 



wherein; 
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n is an integer from 0 to 3; and 

Ra is alkyl, alkenyl, alkynyl, qycloalkyl, (cycloalkyl)allcyl, haloalkyl, each or which 

may be substituted or unsubstituted; 
Ra and RaA are the same or different and represent hydrogen or alkyl; or 
Ra and Rsa, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen or allgrl; or 
Rs and Re, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

Rsa and R^b are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and edkoxy^; 
R? represents hydrogen or alkyl; and 

Ari is optionally substituted carbocyclic aiyl, optionally substituted aiylalkyl, or an 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 rings, 3 
to 8 members'in each ring and from 1 to 3 hetero atoms. 

Preferred compounds of formula VII include those of the following formula: 



wherein: 

n is an integer from 0 to 3; 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 edkynyl; 

Rs, Re, Rsa, and Rca are the same or different and represent hydrogen or methyl; and 
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Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, Ca-Ca alkenyl, Ca-Cs alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, and amuio(Ci-C6)alkoxy. 

The invention also includes methods of syntesis of compounds of the 
invention. In particxilar, the invention includes methods to synthesis 
compounds of the following formula VIII: 



wherein: 

n is an integer from 0 to 3; and 
Ra is hydrogen or 

alkyl, alkenyl, allQniyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each or which 
may be substituted or unsubstituted; 
R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which may 

be substituted or unsubstituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, or an 

optionally substituted heteroaromatic or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 
R3 and RsA are the same or different and represent hydrogen or alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydro^qr, alkyl, 
or alkoxy; or 




R3A 



VIII 
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Rs and Re, taken together with the carbon atom to which they are attached form a 
cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkaxy; 
Ry represents hydrogen or alkyl; 

Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted aiylalkyl, or an optionally substituted heteroaiyl or heteroalicycUc 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 

the process comprising: 

reacting a compound of the formula: 




R2 

wherein Y is halogen or sulfonate ester, 

in a suitable solvent in the presence of a suitable base, 

with a secondary amine of the formula: 

In that synthetic method, preferred are compoiuids (referred to as compoimds of 
formula Vni-A) wherein 
n and Y are as defined above for formula VIII; 
R3 and R3A are the same or different and represent hydrogen or 
C1-C6 alkyl; or 
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R3 and RsA, taken together with the carbon atom to which they are attached, form a 
C3.8 cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, Ci-Ce 

alkyl, or Ci-Ce alkoxy; or 
R5 and Re, taken together with the carbon atom to which they are attached form a 

C3-8 cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 
occurrence from hydrogen, halogen, hydroxy, Ci-Ce alkyl, and Ci-Ce edkoxy; 
Ra is hydrogen or 

Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, C3-8 cycloalkyl, [C^ cycloalkyl) C1-3 alkyl, or Ci- 
Ce haloalkyl, each or which unsubstituted or substituted by one or more of 
halogen, nitro, cyano, trifluormethyl, trifluoromethoxy, Ci^ haloalkyl, 
hydroxy, acetoxy, alkoxy, amino, and mono- or di(CrC6)alkylamino; 

R4 is hydrogen or 

Ci-8 alkyl, C2^ alkenyl, alkynyl, Ca-acycloalkyl, (C3.8 cycloalkyl)Ci.4alkyl, 
haloalli^l, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, triiluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C^s alkenyl, C2-6 
aUQHiyl, Ci-Ce alkoxy, amino and mono- or difCi-Cejalkylamino, 
R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]i80xazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, triiluoromethyl, trifluoromethox/, haloalkyl, 
hydroxy, acetoxy, Ci-Ce sdkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, sunino, 
mono- or di(Ci-Ce)alliylamino, amino(Ci-C6)alko3gr, carboxylic acid, esters of 
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Ci-Cejalkylsvilfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formixla: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cjrano, 
trifluoromethyl, trifluoromethojcy, haloalkyl, hydroxy, acetosy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 
Ari and Ar2 are independently chosen from 

i) phenyl, phenylallqrl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, qiiinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independent^/ selected 
from halogen, nitro, cyanOf trifluoromethyl, trifluorometho^Qr, haloallQrl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alksmyl, Ci-Ce alkoxy, amino, 
mono- or di{Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)aIkylaminocarbonyl, N-( 
Ci-Cejallgrlsidfonykuninocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XRbi wherein X and Rb are as defined below; and 

ii) bicyclic oi^gen-containing groups of the formulei: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano. 
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C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylainino; 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-. -NH-, -NRc-, -C(=0)NH-, -C(»0)NRc-, -S{0)mNH-, -S(0)mNRc-. 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS{0)o-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 allQrl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N{Ci-C6 allQrl)C(0)(Ci^ alkyl), - 
NHS(0)x{Ci-C6 alkyl), -S(0)x{Ci-C6 alkyl), -S(0)xNH(Ci-C6 alkyl), -S{0)xN(Ci-C6 alkyl)( 
Ci-Ce alkyl), (where x is 0, 1, or 2). 

The invention also includes compounds of the above formxila VIII and VIII-A, 
and phannaceutically acceptable salts of such compounds. 

The invention also provides compounds of the following formula DC: 




or a phannaceutically acceptable salt thereof, wherein: 
m is 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkosy, mono- or 
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optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 
substituted (cycloalkyl) alkyl; or 

R is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Ri, Ra, R3, RsA, R5, and Re are independently selected from hydrogen, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloall^l)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylallgrl, 

optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 
having from 1 to 3 rings, 3 to 8 members in each ring and fix)m 1 to 3 heteroatoms. 

Preferred compounds of formula IX include those of the following formula IX- 




wherein An, Ar2, R, Ri, R2, R3, and R4 are for formula IX above. 



Preferred compounds of formula IX-A above include those wherein: 
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i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino. cyano, 
nitro, haloallorl, and 

ii) alkyl, altasnyl. alkynyl, pydoalkyl, and {qjrcloalkyl)allqrl. each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^gr, haloallgrl, hydrojgr. acetoxy, alko^gr. amino, 
and mono- or diallqrlamino; or 

R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl. 

oxazolyl, isoxazolyl, oxadiazolyl. triazolyl. tetrazolyl, pyridyl, pyrimidyl. 

pyraanyl. each of which may be optionally substituted or substituted vdth 

up to four groups independently selected from halogen, nitro, cyano. 

trifluoromethyl, trifluoromethoxy, haloalkyl. hydroxy, acetoxy, allgrl, alkenyl, 

alkynyl, alko:Qr, amino, and mono- or dialkylamino; and 
Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy. mono- or dialkylamino, cyano, 

nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl. qyctoalkyl, and (cycloalkyl)alkyl. each of whkh may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl. trifluoromethoxy, haloalkyl. hydroxy, acetoxy, alkoxy. amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl. alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl. haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from hatogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl. alkenyl, alkynyl. alkoxy, amino and mono- or 
diall^lamino. 

R4 is phenyl, phenylalkyl. chromanyl. pyrrolyl, fliranyl. thienyl. pyrazolyl. imidazolyl. 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl. tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl. naphthyl, indolyl, indanyl. 
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benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethosy, haloall^l, 
hydroxy, aceto^gr, alhyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylaxaino, aminoalko^, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, -XRb, 
wherein X and Rb are as defined below; or 
R4 is a bicycUc oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
Ari and Ar2 are independently chosen from 

i) phenyl, phenylaUQrl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazofyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pjnridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, c^ano, trifluoromethyl, trifluorometho^, haloalkyl, 
hydro3cy, aceto^gr, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carbo^lic acids, - 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl, and - 
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haloalkyl, hydroxy, acetoxy, Ci-Ce aXkoxy, aznino, mono- or di(Ci- 
Cejalkylamino; 
Ris selected Jfrom 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alko^, mono- or di(Ci- 
C6)€dkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, Cg-Ce alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (C3- 
C8)q/cloalkyl) C1-C3 alkyl, each of which may he iinsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydro3gr, acetojQr, alko^, amino, and mono- or di(Ci- 
Cejallqylamino; or 

R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyra^yl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 
R4 is hydrogen or 

Ci-s alkyl, C2.8 alkenyl, C2-8 alkynyl, Cs-scydoalkyl, (C3.8 qycloalkyl)Ci.4aUQrl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C3.6 alkenyl, Ca^ 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)aU^lamino, 
R4 is phenyl, phenylallQrl, chromanyl, pyrrofyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazofyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
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substituted or substituted with up to four groups independently selected 
from halogen, nitre, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoT^r, Ci-Ce alkyl, C2-6 alkenyl, C2-6 allgmyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)al]iylainino, amino(Ci-C6)alkosy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or ditCi-Celalliylaniinocarbonyl, N-( 
Ci-Celalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^, hsdoalkyl, hydro:^, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; and 
Ari and A12 are independently chosen from 

i) phenyl, phenylaUq^l, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, bexizimidazolyl, naphthyl, indoiyl, indanyl, 
isoindolyl, benzofiiranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benzldjisoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxsdinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethosy, haloalkyl, 
hydroxy, aceto:^, Ci-Ce alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, annno, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alko:g^, carboxylic add, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Celalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XRb, wherein X and Rb are as defined below; and 
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wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
02-6 alkenyl, C2-6 eJikynyl, Ci-Ce alko;^, amino, and mono- or di(Ci- 
C6)alkylaxnino; 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)„-, -NH-, -NRc-, -C(=0)NH-, -C(-0)NRc-, -S{0)mNH-, -S(OkNRc-. 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)ni-, -C(=0)NHS(0)„,-, and ^NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic allgrl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydro^QT, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 alIcyl)(Ci-C6 allgrl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci.6 allqrl), .NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Ci-C6 alkyl]( Ci-Ce alkyl), (where x is 
0, l,or2). 

Additional preferred compounds of formula IX-A above include those wherein: 
R is hydrogen, halogen, Ci-Cs alkyl, Cg-Cg alkenyl, C2-C8 allqmyl, Ci-Cs cycloalkyl, 

(C3-C8cycloalkyl)Ci-C3alljyl, Ci-Cs alkoxy, or Ci-Cs haloalkyl, or 
R is a phenyl which may be substituted by up to five substituents independently 

chosen from Ci-Cs alkyl, Ca-Cs alkenyl, C2-C8 alkynyl, Ci-Ca alkoxy, halogen, 

cyano, carboxylic acid, hydroxy, acetoxy, nitro, amino, mono or di(Ci- 
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C6)al]<ylainino, aminocarbonyl, sulfonamido, mono or di(Ci-C6)alkylsulfonamido, 

3,4-methylenedioxy, 3,4-(l,2-ethylene)dio3Qf, trifluoromethyl or trifluoromethoxy; 
Ri is hydrogen, Ci-Cs alkyl, Cg-Cs alkenyl, Ca-Cs alliynyl, Ca-Cs cycloalkyl (C3- 

CscycloalkyyCi-Caalkyl or Ci-Cs haloalkyl; 
R2 is Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ci-Cs cycloalkyl or (C3- 

CscycloalkyljCi-Caalkyl or Ci-Cs haloallqrl; 
R3 is hydrogen, Ci-Cs alkyl, C2-C8 alkenyl, or Cq-Cb alkynyl; 

R4 is Ci-Cs alkyl, Cs-Cs cycloalkyl, or (Cs-Cs cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substdtuents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
aceto^QT, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)all^lamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazoIyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethojcy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4 is a bicyclic o^gen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^Qr, haloalkyl, hydroxy, aceto^ty, Ci-Ce alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, Ci-Ce edkoxy, amino, and mono- or di(Ci-C6)alkylamino; 
and 

Ari and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alkyl, thienyl, 

pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, 
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isoquinolinyl, and quinoxalinyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethosy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, Ca-Ce alkenyl, Ca-Ce allcynyl, Ci-Ce alkojsy, amino, mono- or 
di(Ci-C6)alkylanuno, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-(Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and l-piperidyl, 
and 

bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Qz-Ce alkenyl, Ca-Ce alkynyl, Ci-Cg alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino. 



Still additional preferred compounds of formula IX-A include those 
compounds wherein: 

R is hydrogen, halogen, Ci-Cs alkyl, Ca-Cs alkenyl, Cq-Cs alkynyl, Ci-Cs cycloalkyl, 
(C3-C8cycloalkyl)Ci-C3alkyl, Ci-Ca alkoxy, or Ci-Cs haloalkyl, or 

R is a phenyl which may be substituted by up to five substituents independently 
chosen from Ci-Ca alkyl, Ca-Cs alkenyl, Ca-Cs alkynyl, Ci-Cs alkoxy, halogen, 
cyano, carboxylic acid, hydroxy, acetosgr, nitro, amino, mono or di(Ci- 
Cejall^lamino, aminocarbonyl, sulfonamide, mono or di(Ci-C6)alkylsulfonamido, 
3,4-methylenedioxy, 3,4-(l,2-ethylene)dio3Qr, trifluoromethyl or trifluoromethoxy; 

Ri is hydrogen, Ci-Cs alkyl, Ca-Cs alkenyl, C2-C8 alkynyl, C3-C8 cycloalkyl (Ca- 
CscycloalkyljCi-Caalkyl or Ci-Cs haloalkyl; 

Ra is Ci-Cs alkyl, Ca-Cs alkenyl, Ca-Ca allqrnyl, Ci-Cs cycloalkyl or (Ca-Cs 
cycloalkyljCi-Caalkyl or Ci-Ca haloalkyl; 
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Ra is hydrogen, Ci-Cs alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 

R4 is Ci-Cb alkyl, Cs-Ca cycloalkyl, or (Ca-Cs cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy. Ci-Ce alkyl, Ca-Cg alkenyl, Ca-Ce alkynyl, Ci-Cs alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[dlisoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethosQr, haloalkyl, hydroxy, acetoxy, Ci-Ce allqrl, Ca-Ce alkenyl, Ca- 
C6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylaniino; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, qyano, 
trifluoromethyl, trifluoromethojqr, haloalkyl, hydroxy, acetoxy, Ci-Cg alkyl, Ca-Ce 
alkenyl, Ca-Ce alkynyl, Ci-Cg alkoxjr, amino, and mono- or di(Ci-C6)alkylamino; 
Ari is phenyl, thienyl, or pyridyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alko^gr, amino, mono- or di(Ci- 
Ce)alkylamino; and 

Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyraianyl, naphthyl, 
indolyl, indanyl, benzo(blthiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluorometho^, haloalkyl, hydroxy, aceto3cy, Ci-Ce alkyl, C2-C6 alkenyl, Ca- 
Ce alkynyl, Ci-Ce alkosQr, amino, mono- or di(Ci-C6)alkylamino, carboxylic 
acid, esters of carbo^Qrlic acids, aminocarbonyl, mono or di(Ci- 
C6)aUgrlaimnocarbonyl, N-(Ci-C6)alkylsulfonyIaminocarbonyl, 1-azetidinyl, I- 
pyrrolidinyl, and 1-piperidyl, or 
Ar2 is a bicydic osQ^gen-containing group of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, tiifluoromethosy, haloall^l, hydroxy, aceto?^, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Oi-Ce alko:^, amino, and mono- or di(Ci- 
C6)all^lamino. 

Still further preferred compounds of formula IX above include those wherein 
R is hydrogen, halogen, methyl, ethyl, metho3Qr, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
Ra is C3-C6 alkyl; 
R3 is hydrogen, methyl or ethyl; 

R4 is Ci-Cs allgrl, Cs-Cs cycloalkyl, or (Ca-Cg cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, hsiloalkyl, hydroxy, 
aceto3cy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, psnrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
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wherein: 

m is 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloaUcyl, alko^cy, mono- or 
diallsylamino, optionally substituted alkyl, optionEdly substituted alkenyl, 
optionally substituted alkynyl, optionally substituted QrcloaUcyl, optionally 
substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaxyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Ri, R2, R3, R3A> Rsy and Re are independently selected from hydrogen, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyljalkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroaxyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
Ari and Ara are independently optionally substituted carbocyclic aiyl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 
having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 
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up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro:?^, acetoxy, Ci-Cs alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejallsylamino; 
R4 is hydrogen or 

Ci^ allcyl, C2^ alkenyl, allQmyl, Cs-scycloalkyl, (C3.8 cycloallQrl)Ci.4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, €2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)all^lamino, 

R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, bensamidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoqxiinolinyl, 
cinnolinyl, qiunazolinyl, or quinoxalinyl, each of which may be optional^)^ 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethosiy, haloallsyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkosy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pjrrrolidinyl, 1-piperidyl, - 
XRb, wherein X and Rb are as defined below; or 

R4 is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
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C2-6 alkenyl, C2-6 aUsynyl, Ci-Ce alko:?^^, amino, and mono- or di(Ci- 
Cejalkylamino; and 
Ari and Ar2 are independently chosen from 

i) phenyl, phenylalleyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl» 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzoftiranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionedly 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifLuoromethyl, tnfluoromethoxy, haloalkyl, 
hydrosy, acetoxy, Ci-Ce alkyl, Ca^ alkenyl, Ca^ alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carbo^^lic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(CrC6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XRb> wherein X and Re are as defined below; and 

ii) biqydic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 allsynyl, Cx-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

X is independently selected at each occurrence from the group consisting of -CH2-, 



CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and -NRcS(0)m- (where m is 0, 1, or 2); 




and 
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Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 al3cyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 alkyl) C(0)(Ci.6 alkyl), - 
NHS(0)x(Ci-C6 allqrl), -S(0)x(Ci-C6 alkyl), -S(0)xNH(Ci-C6 . alkyl), -S(0)xN(Ci-C6 
alkyl)( Ci-Ce alkyl), (where x is 0, 1, or 2). 

Additional preferred compounds of formula X above include those wherein: 
R is hydrogen, halogen, methyl, ethyl, metho:^, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl or ethyl; 

R4 is Ci-Cfi alkyl, Ca-Cs cycloalkyl, or (Ca-Cs cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano. trifluoromethyl, trifluoromethoxy, haloalkyl, hydro:Qr, 
aceto3Qr, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alko3^, amino, and 
mono- or di(Ci-C6)£ilkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[blthiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxaUnyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, Qrano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydro3Q^, acetoxy, Ci-Ce alkyl, Cs-Ce alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4 is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
triiluoromethyl, triiluorometho^Qr, haloalkyrl, hydroxy^ aceto^, Ci-Ce alkyl, C2-Cg 
alkenyl, C2-C6 alkynyl, Ci-Ce alko:^, amino, and mono- or di(Ci-C6)all^lamino; 
and 

An is phenyl, thienyl, or pyridyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydrojQr, aceto3^, Ci-Ce 
alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Cg alkoxy» amino, mono- or di(Ci- 
CejaUcylamino. 

The invention also includes compounds of the following formula XI: 



R 




XI 



or pharmaceutically acceptable salt thereof, wherein: 
nisO, 1» or 2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkosiy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloallQ^ljalkyl, 

optionally substituted carbocyclic aiyl, optionally substituted atylalkyl, 
optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2» Ra, RsAy R5> and Ra are independently selected from hydrogen, hydroio^, halogen, 
amino, cyano, nitro, haloallsyl, alko^, mono- or dialkylamino, optionally 
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substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
((^doalkyljalkyl; 

R and R3 may be joined to form an optionally substituted saturated carbocylic ring 
of from 5 to 8 members or an optionally substituted heterocyclic ring of from 
5 to S members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (qycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
•substituted aiylallQrl, optionally substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 riii^s, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

The invention further includes compounds of the following formula XII: 



or a pharmaceutically acceptable salt thereof, wherein: 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alko^, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyl)allqrl, 

optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 



R 




XII 
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Ra and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or diallQrlamino, optionally substituted 
alkyl, optional^ substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloallQrl, and optionally substituted (cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 
8 members or an optionally substituted heterocyclic ring of from 5 ro 8 
members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloaltyl)allQrl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optional)^ substituted aiylalkyl, 

optionally substituted heteroaxyl or heteroalicydic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari and Ara are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaxyl or heteroalicydic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

Preferred compounds of formula XII above include wherein R and R3 are not 

joined. 

Also preferred are compounds of formula Xn wherein: 
R is selected from 

i) hydrogen, halogen, hydros, amino, Edkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) sUkyl, alkenyl, alkynyl, cycloall^l, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3cy, haloalkyl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
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pyrimidyl, pyrazinyl, each of which may be substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydros, ax:eto^, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 
Rs and R3 are independently selected from 

i) hydrogen, halogen, hydcoKy, amino, alko:^, mono* or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^^, haloallq/l, hydropsy, acetoscy, alko^, amino, 
and mono- or diallQrlamino; 

R4 is hydrogen or ' 

alkyl, alkenyl, alkynyl, cycloadl^l, (cycloalkyljalkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho?^, haloall^l, 
hydros, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, phenylalkyl, chromanyl, pyrrolyl, ftiranyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]i8oxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloallqrl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carbo^Qrlic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl and - 
XRb) wherein X and Rb are as defined below; or 
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R4is a bicyclic oxygen 



-containing 



group of the formula: 



trifluoromethyl. trifluoromethoxy, 

einnolinyl.qumazobnyl.orq independently selected 

hydiosy.acetoxy.alkyi. esters of carbo^Uc acids, 

•««nlVaMcv carboxylic acid, esters o 
,jiallcylamino.aminoaltoxy,c 

anjylsulfonylainmocarbonyi. 
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X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(«0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(«0)-, 

-NRcC(=0)-, -NHS(0)a-, -C(«0)NHS(0)m-, and -NRcS{0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc> which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydrojcy, -0(alkyl), -NH(alkyl), 
-N(alkyl)(alkyl), -NHC{0)(alkyl), -N(alkyl)C(0)(alkyl), -NHS(0)x(alkyl), -S(0)x(alkyl), - 
S(0)xNH(alkyl), -S(0)xN(alkyl)(alkyl), (where x is 0, 1, or 2). 



Additional preferred compounds of formula XII include those wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Celalkylamino, cyano, nitro, haloallQrl, and 

ii) Ci-Ca alkyl, Cg-Ce alkenyl, C2-C6 allgmyl, Ca-Cs cycloalkyl, and (C3- 
C8)cycloallQ?^l) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoay, 
heJoalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
C6)allcylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pjnimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^cy, 
Ci-Cs allsyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkojcy, amino, and mono- or 
di(Ci-C6)alkylamino; 
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Ra and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs allqrl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Cg cycloalkyl, and (Ca-Cg 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydros, acetoxjr, Ci-Ce alko^, amino, mono- or di(Ci- 
C6)alkylamino; 

R4 is hydrogen or 

Ci-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, Cs-gcycloalkyl, (C3.8 cycloalkyl) Ci.4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 
is phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, bensdmidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinoUnyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, Qi-e alkynyl, Ci-Ce alkoxy, amino,- 
mono- or di(Ci-C6)allcylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-p3nTolidinyl, 1-piperidyl, - 
XRb, wherein X and Ra are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula; 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^Qr, haloalkyl, hydros^r, acetoxy, Ci-Ce alkyl, 
€2-6 alkenyl, C2-6 alkynyl, C1-C6 alko^sy, amino, and mono- or di(Ci- 
CejELUsylamino; 
An and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyi, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyi, benzofuranyl, isobenzofuranyl, benzolbjthiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or subsitituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto^gr, Ci-Ce aUcyl, Ca^ alkenyl, C2^ all^yl, Ci-Ce alko^iy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkGxy, carboxylic add, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XRb, wherein X and Rb are as defmed below; and 

ii) bicyclic 03cygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto?^, Ci-Ce alkyl, 
C2.6 alkenyl, C2^ all^yl, Ci-Ce cdkoxy, amino, and mono- or di(Ci- 

Cejalkylamino; 



79 



wo 02/49993 PCTAJSOO/26816 

X is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m', -NH-, -NRc-, -C(«0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)ni-, -C(=0)NHS(0)ni-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Ec, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydrojQr, -0(Ci-C6 aUjyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 allqrl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), "N(Ci-C6 
allc^l)C{0)(Ci.6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0),N(Ci-.C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or2). 



Also preferred are compoimds of formula XII wherein: 

R is hydrogen, halogen, hydro3Qr, Ci-Ce alkoxy, haloalkyl, Ci-Cs alkyl, Ca-Ce alkenyl, 
C2-C6 alkynyl, C3-C8 cycloalkyl, and (Ca-Csjcycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethosy, haloalkyl, hydroxy, acet03ty, 
Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Celalkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2 is selected from Ci-Cg alkyl, C2-C6 alkenyl, C2-C6 allgmyl, Cz-Cs cycloalkyl, (Cs-Ca 
cycloalkyl) C1-C3 alkyl and haloalkyl; 

R3 is hydrogen Ci-Ca alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl; 

R4 is Cx.8 alkyl, C2-8 alkenyl, C2-8 alkynyl, Ca-scycloalkyl, (C3.8 <grcloalkyl)CMalkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl. 
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trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-e alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylammo, 

R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, each of which 
may be substituted with up to five groups independently selected from 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalljyl, hydroxy, 
acetoxy, Ci-Ce alkyl, Ca-e alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)allQrlamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of carbosQrlic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)allqrlsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, 

R4is a bicyclic o^cygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alliyl, 
C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 
Ari and Ara are independently chosen from 

i) phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzofbjthiophenyl, 
benzodioxanyl, benzodioxinyl, berizodioxolyl, and ben2[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to fo\ir groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloallqfl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl,. C2-6 
alkynyl, Ci-Ce alkojgr, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cejalkojcy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, <yano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca^ 
alkenyl, Cq^ alkynyl, Ci-Ce alko:f^, €Lmino, and mono- or di(Ci-C6)alkylamino. 



Also preferred are compounds of formula XII wherein: 
R, R2, R3, R4, and Ara are as defined in formula XII; 
Ari is phenyl with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, Ca^ alkenyl, Ca^ alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, and amino(Ci-C6)alkosy. 

Also preferred are compounds of formula XII wherein: 
R, Ra, and R3 are as defined in formula XII; 

Ari is phenyl with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloallgrl, hydroj^, acetoj^y, C1-C6 
alkyl* C2-6 alkenyl, Ca.6 alkynyl, Ci-Cg alkoxy, amino, mono- or di(Ci- 
C6)alkylamino, and amino (Ci-Cejalkoxy; 

R4 is C3.C8 alkyl, Ca-Cs alkenyl, Ca-Cs alkynyl, Ca-Cscycloaikyl, (C3.8 cycloalkyljCi. 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected frt>m halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojgr, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca^ alkenyl, Ca-e alkynyl, Ci-Cs alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, each of wliich 
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may be optionally substituted or substituted with up to fotir groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydro^Q^, aceto^qr, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cejalkoxy, carbosQrlic acid, esters of carboxylic acids, axninocarbonyl, mono 
or di(Ci-C6)all{ylaminocarbonyl, N-{ Ci-Csjalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ax2 is phenyl, phenyl(Ci-C4)allQrl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, ben2o[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independentiy selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, aniino(Ci- 
Cejalkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)allcylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicydic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, Cs^ 
alkenyl, Ca^ allQnciyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)all<ylamino. 

Also preferred are compounds of formula XII wherein: 
R is hydrogen, Ci-Cs alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Ce cycloalliyl, or (C3- 

Cslpycloalkyl) C1-C3 allqrl, or 
R is phenyl substituted with up to five groups independentiy selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acet05cy, 
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Ci-Ca alkyl, C2-C6 alkenyl, Ca-Ce allQaiyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)allQrlamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejallsylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2'-ethylene)dioxy; 

Rsis C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3.C8 alkyl, Ca-Cs alkenyl, C2.C8 alkynyl, Ca-Cacycloalkyl, (C3.8 cycloalkyl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydrojqr, acetoxy, Ci-Ce alliyl, 
C2.6 alkenyl, alkynyl, Ci-Ce alko^sy, amino and mono- or di(Ci- 

CejallQrlamino, 

R4 is phenyl, phenyl(Ci-C4)allQrl, thienyl, P3rridyl, pyrimidyl, pyraanyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, each of which 
may be optionally substituted or substituted with up to four groups 
independently selected &om halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydro:^, aceto3^, Ci-Ce alkyl, €2^ alkenyl, C2-6 
alkynyl, Ci-Ce alko^, amino, mono- or di(Ci-C6)aIkylamino, amino(Ci- 
Cejalkoxy, carbojgrlic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaniinocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, l-piperidyl; 

Ari is phenyl with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejallqrlamino, and amino(Ci-C6)alkoxy; 

Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl. 
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trifluoromethoxy, haloallsyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alko3cy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cejalkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)al]Qrlaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 
Ar2 is bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitre, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2^ 
alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

Also preferred are compounds of formula XII wherein: 
R is hydrogen, Ci-Cg alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Ca cycloalkyl, or (C3- 

Csjcycloalkyl) C1-C3 allqrl, or phenyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is Ca-Cs alkyl, Ci-Cs alkenyl, C2.C8 alkynyl, Ca-Cscycloalkyl, (C3-8 <grcloalkyl)Ci. 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino; 

Ari is phenyl with up to four groups independently selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydros, acetoxy, Ci-Ce 
alkyl, C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Cx- 
Cejalkylamino, and amino(Ci-C6)alkoxy; and 

Ara is phenyl, phenyl(Ci-C4) alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl. 
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benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloallqrl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2- 
Ce allQrnyl, Ci-Ce alko3cy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
CejalkoTi^, carbo^Qrlic acid, esters of carboxylic acids, azninocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Cj-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrroIidinyI, 1-piperidyl; or 
Ar2 is bicyclic oxygen-containing groups of the formula: 



wherein Re represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2.6 allgniyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

Also preferred are compounds of formula XII wherein: 
R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce allg^nyl, Ca-Ca cycloalkyl, or (C3- 

Csjcycloalkyl) C1-C3 alkyl, or phenyl; 
RaisCa-CeallQrl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyraadnyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, each of which 
may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2.6 
alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cejalkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 




86 



PCTAISOO/26816 

WO 02/49993 

or di(C,-C6)alkylaininocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl. 1- 
azetidinyl, l-pyrrolidinyl. 1-piperidyl; 
AT. is phenyl with up to four groups indepexuienUy selected from halog^. nitro. 

cyano. trifluoromell^yl. trifluorometho^. haloalkyl. hydros, acetoxy. C-Ce 
alkyl. C« alkenyl, alkynyl. Cx-C* alkoxy. axnino. mono- or di(C.- 
CejallQrlainino, and aminolCi-Cejalkoxy; 
AT, is phenyl. phenyl(C.C,)allcyl. thienyl. pyridyl. pyrimidyl, pyra^yl, chromanyl. 
dihydrobenzofuranyl. naphthyl. indolyl. indanyl. benzolblthiophenyl, 
l,e„«Kjioxanyl. benzodiorinyl. benzodioxolyl. or ben^ldlisoxazolyl. each of 
which may be optionally substituted or sabstltuted with up to four groups 
independently selected from halogen, nitro. cyano. trifluoromethyl. 
trifluoromethoxy, haloalkyl. hydro:cy. aceto:^. C-Cs alkyl. alkenyl. 
all^yl, C^.Ce alko:^. amino, mono- or di(Cx-Ce)alkylamino. amino(C.- 
Oalkoxy. carboxylic acid, esters of oarbo^Uc acids, aminocarbonyl. mono 
or di(C,-C6)alkylaminocarbonyl. N-( Ci-U)alkylsulfonylaminocarbonyl. 1- 
azetidinyl. l-pyrroUdinyl, 1-piperidyl; or 
Ara is bicydic ojgrgen-containing groups of the formvla: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro. 
trifluoromethyl, trifluoromethoxy. haloalkyl, hydros, aceto:^. Cx-Ce all^l, C« 
alkenyl. alkynyl. C.Ce alko:^. amino, and mono- or di(C.-Ce)alkylamino. 

tion also includes compounds of the following formula XIH: 




orapJ 



1 xm 

,harmaceuticaUy acceptable salt thereof, wherein: 
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n is 1, 2, or 3 

represents a carbon chain that may be substituted with hydrogen, halogen, 
cyano, nitro amino, mono or dialkyl amino, alkenyl, alkynyl, aJkoxy, 
trifluoromethyl, trifluoromethoxy, straight or branched chain alkyl, or 
cycloalkyl, and n is 1, 2, or 3; 
Ati, Ara, and Ara are independently optionally substituted carbopydic aryl, optionally 
substituted aiylallcyl, optionally substituted heteroaiyl or heteroaliqyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms; and 

Ri represents up to 4 groups independently chosen from hydrogen, halogen, 
hydro:^, amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, 
haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, hydropsy 
carbonyl (COOH), aminocarbonyl (CONH3), mono or dialkylaminocarbonyl, 
sulfonamido, and mono or dialkylsulfonamido. 

Also preferred are compounds of formula XIII wherein 
n, m, and Ri are defined as for formula Xin above; 

Ari and Arz are independently chosen from phenyl, pyridyl, and pyrimidinyl each of 
which is optional]^ optionally substituted or substituted with up to 4 groups 
independently chosen from hydrogen, halogen, hydroxy, amino, Ci-Ce 
alko^, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, 
Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cs cycloalkyl, (Ca-Cscycloalkyl) 
Ci-Csalkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)allQrlsulfonamido; and 

Ar2 represents suberanyl, indanyl, tetrhydronaphlyl, or indolyl, each of which is 
optionally optional^ substituted or substituted with up to 4 groups 
independently chosen from hydrogen, halogen, hydroxy, amino, Ci-Ce 
alko:^, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, 
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Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkjaiyl, Ca-Ca cycloalkyl, (Ca-Cecycloalkyl) 
Ci-Caalkyl, hydroxy carbonyl (COOH), aroinocarbonyl (CONH2), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3»4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido. 

Also preferred are compoionds of formula XIII above wherein: 




Ri, R3, and Rs each represent up to 4 groups independently chosen from hydrogen, 
halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, 
cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 all^yl, Ca-Cs 
cycloalliyi, (Ca-Cscycloalkyl) Ci-Caalkyl, hydroxy carbonyl (COOH), aminocarbonyl 
(C0NH2)i mono or di(Ci-C6)alIc/laminocarbonyl, sulfonamido, and mono or di(Ci- 
Celalkylsulfonamido; and 

represents suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is 
optionally optionally substituted or substituted with up to 4 groups independently 
chosen from hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or 
di(Ci-C^)allcylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, Cs-Ce 
alkynyl, Cs-Ca qycloalkyl, (Cs-Cscycloalkyl) Ci-Csalkyl, hydroxy carbonyl (COOH), 
aminocarbonyl (CONH2), mono or di(Ci-C6)allQrlaminocarbonyl, sulfonamido, 3,4- 
methylenedioxy, ethylenedio:^, and mono or di(Ci*C6)allQrlsulfonamido. 

The invention also includes compounds of the followinf formula XIV: 
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4 



'Ar2 

"1 



optionaUy substituted; or 

ringandftomltoSheteroatoms. 
Cscydoalkyl) CrC, alkyl. hydroxy carbonyl (COOH). amm 



90 



PCTAJSOO/26816 

WO 02/49993 

mono or di(Ci-C6)alkylaminocarbonyl. sulfonamido, 3.4-methylenedic»gr. 
ethylenedioxy, and mono or di(Ci-C6)all^lsulfonainido; 
Ri is Cm alkyl. alkenyl. C-a alkynyl. Ca-scycloalkyl, (Cs-s cycloalkyl)Ci-4alkyl. 
each or which may be unsubstituted or substituted with one or more 
substituents selected from halogpn. nitro. cyano. trifluoromethyl, 
trifluoromethoxy. haloalkyl. hydro:qr, acetoxy. Ci-Ce alkyl. alkenyl. Cm 
aikynyl, Ci-C« alkoxy, amino and mono- or di(Ci-C6)alkylamino. or 
Ri is phenyl, phenylalkyl, chromanyl, chromanylalkyl. imidazolyl. imidazolylalkyl, 
pyridyl, pyridylalkyl, pyrimidyl, pyrimdylalkyl, pyrazinyl. pyrazinylalkyl. 
indolyl, indolylallgrl, indanyl. indanylalkyl, benzodioxolylalkyl, or 
benzodioxolyl. each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl. trifluorometho^Qr. haloalkyl. hydroxy, aceto^gr. Ci-Ce alkyl, 

alkenyl, C^-e aikynyl, C.-Ce alkoxy. amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)alkoxy. carboxylic acid, esters of carboxylic adds, 
aminocarbonyl, mono or di(Ci-C6)alkylammocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl; 
Arxis chosen from phenyl, pyrrolyl, imidazolyl. pyrazolyl, triazolyl. thiophenyl, and 
pyridyl. each of which m^ be optionally substituted or substituted with up 
to four groups independently selected from hatogen, nitro, cyano. 
trifluoromethyl, trifhioromethoxy, haloalkyl. hydroxy, acetragr. Ci-Ce alkyl, 
Ca.6 alkenyl, aikynyl, C-Ce alkoxy, amino, mono- or di(Ci-C«)alkylamino, 
amino(Ci-C6)alkoxy. carboxyUc acid, esters of carboxyUc acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, and N-(Ci- 
C6)al]qrl8Ulfonylaminocarbonyl; and 
Ar2 is chosen from phenyl, phenylall^l. chromanyl. chromanylalkyl. pyrrolyl. 

pytTolylalkyl, fiuanyl. fuiBnylalkyl. thienyl. thienylalkyl. pyridyl. pyridylalkyl. 
pyrimidyl, pyrimidylalkyl. pyrazinyl, pyrazinylalkyl. benzimidazolyl. 
benzimidazolylalkyl, imidazopyrdinyl, imidazopyrdinylalkyl, naphthyl. . 
napthylalkyl. indolyl. indolylalkyl, indanyl, indanylalkyl, benzofuranyl, 
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benzofuranylalkjrl, benzodioxinyl, benzodioxinylallsyl, benzodioxolyl, 
benzodioxolylalkyl, quinolinyl, qxiinolinylalkyl, isoquinolinyl, 
isoquinolinylalkyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from: 
halogen, nitro, cyano^ trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Cs alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, mono- or di(Ci-C6)alkylamino(Ci- 
Celalkyl, amino(Ci-C6)alkoxy, Ci-Ce alkoxyCi-Ce alkyl, Ci-Ce 
alkoJcyCi-Ce alkoxy, carboxylic acid, esters of carboaylic acids, 
aminocarbonyl, mono or di(Ci-C6)al]grlaminocarbonyl, N-(Ci- 
Cejalkylsulfonylaminocarbonyl, 
ben:^l (which may be unsubstituted or substituted with one or more 

substituents independently chosen from halogen, Ci-C6alkyl, and Ci- 
CealkosQr), 

-Ci-Ce alkylNRaRs or -Ci-Cealkoxy NR2R3 wherein the point of attachment to 
Ar2 is at the Ci-Ce alkyl or Ci-Ce alko^, and R2 and R3 are hydrogen, 
or straight or brcmched chain alkyl and are optionally substituted 
with halogen, hydros^, or Ci-Ce alko^ and R2 and R3 may be taken 
together with the nitrogen to which they are attached to form a 
heterocycloalkyl group. 

Preferred compopunds of formula XIV-A include those wherein: 
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wherein: 

Ar2 is as defined in Claim in formula XIV-A; 

Rx represents up to 4 groups independently chosen from hydrogen, halogen, 
hydro3cy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylaniino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, and C2-C6 allQaiyl; and 

Ri is Ci-Cealkyl, Cs-Cscycloalkyl, (C3.C8 cycloalkyl)Ci.C4alkyl, phenyl, phenylCi- 

Cealkyl, chromanyl, chromanylCi-Cealkyl, imidazolyl, imidazolylCi-Cealkyl 
,pyridyl, pyridylCi-Ceallsyl, pyrimidyl, pyrimidylCi-Cealkyljpyrazinyl, 
pyrazinylCi-Cealkyl, indolyl, indolylCi-Cealkyl, indanyl, indanylCi-Cealkyl, 
benzodioxolyl, or benzodioxolylCi-Cealkyl each or which may be 
unsubstituted or substituted with up to 4 substituents selected from 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Cg alkoxy, amino and 
mono* or di(Ci-C6)allcylamino. 

Additional preferred compoimds of formula XIV-A includes those of the 
following formula: 




wherein: 

Rx represents up to 4 groups independently chosen from hydrogen, halogen, 
hydroTQT, amino, Ci-Ce alkoxy substituted with 0-2 R3, acetoxy, mono- or 
. di(Ci-C6)alkylamino, qyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, Ca-Ce alkenyl, 
and C2-C6 alkynyl; 
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Ri is phenyl. phenylCi-Ce alkyl. Ca-Cs cydoall^l, Ca-Cs cycloalky(Cx-C4 alkyl). 
naphthyl. napthylCi-Cealkyl. indanyl, indanyICi-C6 alkyl. benzodioxolanyl. or 
benzodioxolanylCi-Ce alkyl, each of which may be substituted by up to 4 
groups chosen from halogen, hydro^gr, amino, Ci-Ce aUo^y. acetoxy. mono- 
or di(Ci-C6)alkylamino, cyano, nitro, Ci-Cfi haloalkyl. Ci-Ce alkyl; and 
Ar. represents phenyl, benzyl, indanyl. indanyl-CH^-. benzodioxolanyl. or 
benzodioxolanyl-CH.-, each of which is substituted by up to 4 groups independently 
chosen from hydrogen, halogen, hydros, amino, d-Ce alkoxy. aceto:gr, mono- or 
di(Ci-Ce)alkylamino. cyano. nitro. Cx-Ce haloallqrl. Ci-Co allqrl, C-C alkenyl, and 
C2-C6 allcynyl. 

Additional preferred compounds of formula XIV includes those wherein: 
Ara is as defined for formula XIV; 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino. 

Ci-Ce alkoxy. Ci-C« alkyl, trifluoromethyl, and trifluoromethoxy; 
Rxis phenyl, benzyl, Ca-Cs cydoalkyl. Ca-Cs cycloa]kyl(Ci-C4 alkyl), naphthyl, 
naphthyl-CH2-. indanyl, indandyl-CHa-. benzodioxolanyl-CHa-, or 
benzodioxolanyl. each of which may be substituted by up to 4 groups chosen 
from hatogen, hydroxy, amino. Ci-Ce alkoxy. acetoxy. mono- or di(Ci- 
Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl; and 
An is chosen from pyrrolyl, imidazolyl, pyrazolyl, triazolyl. thiophenyl. each of which 
may be optionally substituted or substituted with up to four groups 
independently selected from halogen, trifluoromethyl. trifluoromethoxy, Ci-Ce 
alkoxy, Ci-Ce alkyl, and amino. 

Also preferred are compounds of the formula XIV above wherein: 
R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 
Ci-Ce alkoxy. Ci-Ce alkyl. trifluoromethyl. and trifluoromethoxy; 
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Ri is benzyl which is unsubstituted or substituted by up to 4 groups chosen from 
halogen, hydroxy, amino, Ci-Ce alko:^, acetoxy, mono- or di(Ci- 
CelallQrlamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl; 

Ariis chosen from pyrrolyl, imidazolyl, pyrazolyl, triazolyl, thiophenyl, each of which 
may be optionally substituted or substituted with up to four groups 
independently selected from halogen, trifluoromethyl, trifluoromethoxy, Ci.Ce 
alkoxy, Ci-Ce alkyl, and amino; and 

Ar2 is chosen from phenyl, benzyl, indolyl, indolyl-CH2-, indanyl, indanyl-CH2-, 
chromanyl, chromanyl-CHa-, benzofuranyl, benzofuranyl-CH2-, 
benzodioxinyl, benzodioxinyl-CH2-, benzodioxolyl-CH2-, and benzodioxolyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from: 

halogen, nitro, cyano, trifluoromethyl^ trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-6 alkenyl, 62^ alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino. 

Preferred compounds of formula XIV also include thos eof the following 
formiQa IV-B: 




wherein: 
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" " ■ " """^ 

substituted With methyl, emyi, v,vdrojcv 

K, P - U ^, ^ " 

C6)a]kylamino, cyano, mtro. Ci U nai 
C2-C6 alkynyl; and 

<=-<=* 



R2 

oraphaxmaceuticany acceptable saltth««.f. wherein; 



, ./(^VrepresentsacarbonchainwhichisoptionaBy 
^^^°'::::r...ethyi.ethyi..ethc..e.^^ 
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n is 0, 1,2, or 3, and n represents a carbon chain which is optionally 

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydrojcy, 
amino, alko3cy, acetoxy, mono- or dialkylamino, cyano, nitro, haloallsyl, alkyl, 
alkenyl, alhynyl, cycloalkyl, and(cycloalkyl)alkyl; 

R2 is 

i) hydrogen, halogen, hydro:^, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalltyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl) alkyl, each of which 
may be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alko^, amino, 
mono- or diallgrlamino; and 

Ari and Ara are independently optionally substituted carbocydic aryl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl, optionally 
substituted heteroarylalkyl, optionally substituted heteroarylalkyl, or an 
optionally substituted heteroalicyclic or heteroalicyclicalkyl group having 
from 1 to 3 rii^s, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 



Preferred compounds of formula XV include those of the following formula: 
m is 1 and ni represents a carbon chain which is unsubstituted; 

n is 1 and ^ represents a carbon chain which is unsubstituted; 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylaniino, cyano, nitro, Ci- 
C6 haloallQrl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl; C2-C6 Qrdoalkyl, 
and(C3-C8 cycloalkyl) C1-C4 alkyl; 

R2 is C3-C8 alkyl or Ca-Cs cycloalkyl; 
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An and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alkyl, pyrrolyl, 
furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, pyridyl, pyrimidyl, and 
pyrazinyl, each of which may be unsubstituted or optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydros, acetoxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce a\koxy, amino, mono- or 
di(Ci-C6)alkylamino. 

Compounds of the invention may have one or more asymmetric centers or 
planes. Compoimds of the present invention containing an asymmetrically 
substituted atom may be isolated in optically active or racemic forms. It is well 
known in the art how to prepare optically active forms, such as by resolution of 
racemic forms (racemates), by asymmetric synthesis, or by synthesis from optically 
active starting materials. Resolution of the racemates can be accomplished, for 
example, by conventional methods such as crystallization in the presence of a 
resolving agent, or chromatography, using, for example a chiral HPLC column. Many 
geometric isomers of olefins, C»N double bonds, and the like can also be present in 
the compounds described herein, and all such stable isomers are contemplated in 
the present invention. Cis and trans geometric isomers of the compounds of the 
present invention are described and may be isolated as a mixture of isomers or as 
separated isomeric forms. All chiral (enantiomeric and diastereomeric), and racemic 
forms, as well as all geometric isomeric forms of a structure are intended, unless the 
specific stereochemistry or isomeric form is specifically indicated. 

Some compounds of the invention may exist as tautomers. Unless otherwise 
specified any description or ckdm of one tautomeric form is intended to encompass 
the other tautomer. 

Specifically preferred compounds include those shown in the FIGS. 1 
through 6. In those figures, the substituent X depicts the moiety linkage to the base 
compound whose sixucutre is shown at the top of each Figure. 
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Addiional preferred compounds of the invention include the following 
{compounds structures are shown directly above the compound chemical name in 
many instances): 

l-(l-bu1yl)-2-phenyl-5-(N,N"di[3,4-methylenedio3iyphenyl 
methyl])aminomethylimidazole; 

l-(l-butyl)-2-phenyl-5-(l-[N-{3,4-methylenedioxyphenylmethyl}-N- 
phenylmethyl]amino)ethylimidazole; 

l-Butyl-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[ l-butyll)amino- 
methylimidazole; 

l-(l-Butyl)-2-phenyl-4-methyl-5-(N-[3,4-methylenedio3cyphenyl-methyl]-N- 
phenylmethyl)aminomethylimidazole; 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[l,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole; 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[3,4-methylenedio3cyphenylmethyll-N- 
phenylmethyl) aminomethylimidazole; 

l-(l-Bu1yl)-2-(4-fluorophenyl)-5-{N-[l,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole; 



l-(l-Butyl)-2-(4-fluon)phenyl)-5-(N-[3,4-methylenediox5rphenylmethyl]-N- 
phenylmethyl) aminomethylimidazole; 
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l-(l-Butyl)-2-(2-fluorophenyl)-5-(N-[l,4-benzodioxan-6-ylmethyl]-N- 
phenylmethyl)amino- methylimidazole; 





l-(l-Bu1yl)-2-(2-methoxyphenyl)-5-(N-[naphiaia-2-ylmethyl]-N- 
phenylmethyl)amino-methyliinidazole; 




X) 




l-(l-Bu1yl)-2-{2-methoxyphenyl)-5-(N-(3,4-methylenedio^rphenylmethyl]-N^ 
phenylmethyl) aminomethylimidazole; 




CM 
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l-(l-Butyl)-2-(2"metho3g^phenyl)-5-(N,N-di[3,4-methylenedioxyphenyl^ 
aminomethylimidazole; 




l-( 1 -Bu1yl)-2-(2-metho3Qrphenyl)-5-(N-[4-dimethylaminophenylme&^ 
phenylmethyl) aminomethylimidazole; 




6^ 

l-(l-Butyl)-2-(2-methylphenyl)-5-(N-I3,4-methylenedioxyphenylme1Jiyl]-^^ 
phenylmethyl) aminomethylimidazole; 




l-(l-Butyl)-2-(4-fluorophenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyll)amino- methylimidazole; 
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l-(l-Butyl)-2-(2-methylphenyl)-5-(N,N-di[3,4- 
methylenedio3^henylmethyl])amino- methylimidazole; 



/ 




l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[naphth-2-ylmethylj-N' 
phenylmethyl)amino methylimidazole; 




l-(l-Butyl)-2-(3-nuorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl) aminomethylimidazole; 
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l-(l-Butyl)-2-(3-fluorophenyl)-5-(N.N"di[3,4- 
methylenecUox3rphenylmethyl])ai]iino- methylimidazole; 




l-(l-Bu1yl)-2-(3-methoxyphenyl)-5-(N-[3,4-metaiylenedio3typhenylmet^^ 
phenylmethyl)- aminomethyliniidazole; 




l-(l-Butyl)-2-phenyl-5-{l-(N-(3,4-methylenedioxyphenylmethyl]-N^ 
phenylmethyl)amino} ethylimidazole; 
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l-(l-Pen1yl)-2-phenyl-5-{N-[indol-5-ylme1iiyl]-N-phenylmethyl) 
aminomethylimidazole; 
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Hs-beiizo[l,3]dioxol-5-ylmetlqrH3-butyl-2,Ss]ipbeiqA-^^imidazoM-^metl^ 

\ 




Benzo(l,3]diosol-5-jimetliyl-beii2yl-[3-but3rl-S-(4-methoqr-i^^ 
amine 



f\ 




4-({Benzyl-[l-(3-lmt)rI-2,5-diphenyI-3ff>imidazoI-4-yl^^ 
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irY^? N- CI 





4-flBeii2yl-(3-bu1yl-2,5-diphenyl-3H-imidazol-4-yto^ 
phenol 




4-({[l-(3-Butyl-2-phenyl-3H-iinidazol-4-yl)-pen1yl]-cydohe:^lmcth^ 
phenol 






HaN 



4--{[Benz7l-(3-bu1yl-2,5-diphenyl-3H-imidazol-4-ylmethyl^ 
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l«(l-Propyl)-2-phenyl-5-(N-(mdol-5-ylmethyl]-N-phenylmethyl) 
aminomethyliniidazole; 




1 -( l-Butyl)-2-phenyl-5-(N-[ 1 -(S)-.phenylethyll-N- 
phenylmethyl)aminomethyliimdazole; 




l-(l-Butyl)"2-phenyl-.5-(N-Il-(12)-phenylethyl]-N- 
phenylmethyl)aminome1hylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[3,4- 
dicMorophenyl]methyl)aminomethylimidazole; 
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l-(l-Butyl)-2-phenyl-5-(N,N-di[3,4-methylenedio^henylmethyy 
aminomethylimidazole; 




OMe 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3qrphenylmethyl]-N-[3,4- 
methoxyphenylmethyl])-aminomethyliinidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4'methylenedioxyphenylmethyl]-N-[4-{l" 
propyl}phenylmethyl]) 
aminomethylimidazole; 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethy^ 
dichlorophenylethyl]) 
aininomethyliinidazole; 




NQ2 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3grphenyl]methyl-N-[4- 
nitrophenylmethyl]) 
aminomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3orphenylmethyl]-N-[^ 
propyloxy} phenylmethyl])aminomethylimiclazole; 



109 



PCT/USOO/26816 



WO 02/49993 




Hl-Bu1yl)-2-phenyl-5-(N-l3.4-n.ethylenedio^henyM^^^^^^^ 
ylmethyll)- aminomethylimidazole; 




l.(l-Butyl)-2-pheayl-5-(N-l3.4-methylenedi«qrphenyto^^^^^ 
dicWorophenylmethyin-aminomethyliinidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-met 
dimethylphenylmethylll-ammomethyliinidazole; 



rN-l3.4- 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyl]methyl-N-[^^ 
aroinomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-{N-[3,4-methylenedioxyphenylmethyl]-N-[2- 
phenylethyl])ainino-methy]iinidazole; 




l"(l-Propyl)-2-phenyl-5-(N-[l,4-benzodioxan-^-ylinethyl]-N- 
phenylmethyl)aminoinethyl-imidazole; 
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l-{l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmeth^ 
phenylmethyljaxxunomethyl-imidazole; 




l-(l-Buiyl)"2-phenyl-5-(N-[3,4-methylenedio3Q)phenylmethyl]^ 
propyl])aiiiinomethyl-iinidazole; 




l-(l-Butyl)-2-phenyI-5-(N-[3,4-methylenedioxyphenylmethyll-N-(l- 
butyl])ammoinethyl-inudazole; 
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l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyto^ 
cycloheplylmethyljaimno-methylimidazole; 




l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
isobufyljaminomethyl-imidazole; 




l-( 1 -Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylinethyl]-N-[2- 
cyclopentylethyl])amino-methyliinidazole; 




l-(l-Bu1yl)-2-phenyl-5«(N43,4-methylenedioxyphenylmethyl]-N-(3- 
cyclopen1ylpropyl])ainino-]nethylimidazole; 
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l-(l-Bu<yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethylJ-N-[l-n- 
octyl])aminomethyl-iniidazole; 




l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-inethylenedi03grphenylmethyl]-N- 
cyclopropylmethyl)aniino-methyliinidazole; 




l-(l-Butyl)-2-phenyl-5-{N-[3,4-methylenedioxyphenylmethyl]-N- 
cryrclopentylmethyl)axmno-methylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-inethylenedioxyphenylmethyl]-N- 
cyclohexylmethyl)amino-methyliinidazole; 
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l-(l-Butyl)-2-phenyl-5-(N-I3,4-methylenedioxyphenylmethyl]-N-[^^ 
amyl])aminomethylimida2ole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[l-{3- 
methyl}butyl)]ainmo-methylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[l-{2,^ 
diniethyl}butyl]) aminomethylimidazole; 




l-{l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
methyljaminomethylimidazole; 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-inethylenedio3grphenylmethyl]-N-[2- 
thiophenylmethyl])amino-inethyliinidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio^yphenylmethyl]-N-[ind^ 
ylmethyl])axnino-methylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N-[{l-me&^ 
yl}methyl])aminomethylimidazole; 
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OH 

1"( 1 -Butyl)-2-phenyl-5-(N-[3,4-methylene(iio^henylJmethyl-N-[4-faydr^ 
chlorophenyl]-methyl)aininomethyliiQidazole; 




HO 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(l-[N-{2-chloro-4-hydro3Qrphenyl}me&^ 
phenylmethyl]) aminoethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3»4-methylenedioxyphenyl]methyl-N-(2,3- 
dihydrobexizo[b]furan-5-yl]methyl)aimnomethylimida^ 
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1 -Butyl-2-(4-nuorophenyl)-5-( l-[N-{3,4-methylenedio3grphenyl}methyl-N- 
phenylmethyl]-amino)ethylimida2ole; 




l-(l~Butyl)-2-(2-thienyl)-5-{N-[3,4-methylenedioxyphenyl]methyl-^^ 
aminomethylixnidazole; 




HzCOr ^ ^CH3 
OCH3 

l-(l-Butyl)-2-phenyl-5-(N-[3,4,5-trimelJi03grphenylmethyl]-N-^^ 
methylimidazole; 




OCH3 

l-( 1 -Butyl)-2-phenyl-5-(N-phenylmethyl-N-[3,4. 
dimethoxyphenylmethyl])aminomethyl-iinidazole; 
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N(CH3)2 

l-(l-Butyl)-2-phenyl-5-(N-[4-dimethylaiiiinophenylmethyl]-^^ 
phenylmethyljaxninomethyl-imidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[4-methylaminophenylmethyl]~N- 
phenylmethyljaininoinethyl'-imidazole; 




1 -( l-Butyl)-2-phenyl-5-(N-[3-methyl-4-aminophenylmethyl]-N- 
phenylmethyl)aziiinomethyl-iinidazole); 
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l-(l-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyljaminomethyliTpidazole; 




l-(l-Buiyl)-2-phenyl-5-(N-[3,4-dichlorophenylniethyll-N- 
phenylmethyl)aininomethyliraidazole; 




F 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-difluorophenylmethyl]-N- 
phenylmethyljaminomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-(ben2o[b]thiophen-5-ylmethyl)--N- 
phenylmethyljaminomethyl-imidazole; 
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OB 

l-(l-Bu1yl)-2-phenyl-5-(N-[4-ethoxyphenylmethyl]-N- 
phenylmethyl)a3ninomethylimidazole; 




l-(l-Butyl)-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[l-butyl])aminometh^ 




l-(l-Bu1yl)-2-phenyl-5-(N-[4--methoxyphenylmethyI]-N- 
phenylmelJiyl)aminomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[6-chloro-3,4-metiiylenedioxyphenylmethyl]-N- 
phenylmethyl)-aininomethyliinidazole; 
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l-(l-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylniethyll-N-[l- 
butyl])£Lminomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[3-metho3cyphenylmethyl]-N- 
phenylmethyljaminomethylimidazole; 




F 

l-(l-Butyl)-2-phenyl-5"(N"[2-chloro-4-fluorophenylmethyl]-N- 
phenylmethyl)axninomethyI-imidazole; 




l-(l-Butyl)-2-phenyl-4-bromo-5-(N-(2.3-dichlorophenylmethyll-N-[l- 
butyl])aminomethyl-imidazole; 
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l-{l-Butyl)-2-phenyl-5-(N-[2,6-dichlorophenylmethyl]-N- 
phenylmethyl)aiiiinomethylimidazole; 




OH 

l-(l-Butyl)-2-phenyl-5-(N-[2-chloro-4-hydroxyphenylmethyl]-N- 
phenylmethyljazxiinomethyl-imidazole; 




l-(l-Butyl)-2-phenyl-4-chloro-5-(N-phenylmethyl-N-[l-butyl])a2ninometh^ 



123 



wo 02/49993 



PCT/USOO/26816 




4-{[(3-Butyl-2 , 5-diphenyl-3H-imiciazol-4-ylmethyl)-cyclohexylm 
metiiyl-phenol 




(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,6-difluoro-beii^ 
amine 
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Benzo[l,3]<iioxol-5-ylmethyl-butyi-[3-bu1yl-2-(2-me11ioxy^ 
iiiethyl]-amine 




SO2NH2 

4-({Benzyl-[3-butyl-2-(2-metho3Qr-phenyl)-5-phenyl-3H-inridazol-4-yl^^ 
benzenesulfonamide 




Beiizo[l,3]dioxol-5-ylmethyl-benzyl-[3-butyl-2-(2-metho3gr-phenyl)-5-phenyl- 
methyl]-amine 
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N- 




4-({Bu1yl-I3-bu1yl-2-{3-me1ho^-phenyi)-5-phen3^-3H-ii^ 

)-3-chloro- 

phendl 



CO2H 

4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(4-methoa^-be^^ 

add 



4-({Beiizyl-(3-butyl-2-(3-methoxy-phenyl)-5-phcnyl-3K-iinidazol-4-^ 
phenol 
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Benzo[l,3]dio3a)l-5-ylmethyl-ben2yl-[l-(3-bu1yl-2,5*Kiiphenyl-3H^ 





1 \> 




Benzo[l,3]dioxol-5-ylmethyl-ben2yl-[l-(3-bufyl-2,5Kiiphenyl-3H-imMazol^^ 




NHo 



4-{[Bufyl-(3-butyl-2,5-diphenyI-3H-iniida2oM-ylmethyl)-aniinoI-m^^ 
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F 




3-{[Ben:grl-(3-bulyl-2,5-diphenyl-3H-iinidazol-4-ylmethyl)-ai^ 




NH2 



4-{[Bu^yl-(3-butyl-5-^er^butyl-2•phenyI-3^^-imidazo^4-ylmethyl)-alIm 
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Benzyl-(3-butyl-2,5"diphenyl»3H-iniida2oM-ylmethyl)-(2^ 

e 




(3-Butyl-2,5-diphenyl-3H-izEudazol-4-ylmetfayl)-(2,5-diiluon>-bei^ 




(3-Butyl-2,5-diphenyl-3K-iimda2ol-4-ylmethyI)-(2,6-diciiIoro 

amine 
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4-{[BenzyI-(3-butyl-2,5Kliphenyl-3H-lmida2ol-4-yImethyl)-amino]-methyl}-2,6-^ 




4-({[3-Butyl-6-(4-methoxy-phenyl)-2-phenyl-3H-imlda2oI-4-ylmethylKycloh 
2,6-dlmethyl-phenol 




[3-Butyi-5-(4-methoxy-phenyl)-2-phenyI-3W-^mldazoM-ylmethyl]-cyclohe^ 
furan-5-ylmethyl)-amine 
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OH 

4-{[Butyl-(3-butyl-2,5-diphenyl-3il^iimdazoI<4-yImeth^ 






4-(pu1yl-[l-(3-bulyl-2,5-diphenyl-3H-iinidazol-4-yl)-elliyl]-ammo}-methyl)-^ 




CO2H 




4-{I(3-Butyl-2,5-diphenyl-3H-inudazol-4-ylmethyl)-(4-dimethylai^ 
-benzoic acid 
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O 




4-{5-[(Bis-beiizo[l,3]diaxol-5-ylmefhyl-amino)-mefhy2]-2,4-diphenyl-i^ 
ethyl ester 



OH 



4-{5-[(Bis-beiizo[l,3Jdioxol-5-ylmethyl-aniino)-methyl]-2,4-diphenyl-imid^ 
1 




(4-{[(3-Bu1yl-2,5-diphenyl'3H-iirddazoM-ylmethyl)Hqrdo 
dimethyl-amine 
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l-(l-Butyl)-2-phenyl-5-(N-[4-{l-pyrroHdinyl}phenylmethyll-N- 
phenylme11iyl)aminoinethyl-ixnida2ole; 




l-( 1 -Butyl)-2-phenyl-5-(N-[4-diethylaminophenylinethyl]~N- 
phenylme1jiyl)aiiiinomethyl-iinidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[pyridin-2-ylmethyl]-N- 
phenylmethyl)aminomethyliixudazole; 
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l-(l-Butyl)-2-phenyl-5-(N-[pyridin-3-ylmethyl)-N- 
phenylmethyljaminomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[pyridin-4-ylmethyl]-N- 
phenylmethyljaininomethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[2-fluoro-6-chlorophenylmethyl]-N- 
phenylmethyl)aminometkyl-itnidazole); 




CI 

l-(l-Butyl)-2-phenyl-5-(N-[2,4-dicMorophenylmethyl]-N-phenylme 
imidazole); 
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l-(l-Butyl)-2-phenyl-5-(N-[4-chlorophenylmethyl]-N- 
phenylmethyljaminomethylinu'dazole; 




1 -( 1 -Butyl)-2-phenyl-5-(N- [4-hydroxyphenylmethyl]-N- 
phenylmethyl)aminoinethylimidazole; 



0CF3 

l-(l-Butyl)-2-phenyl-5-(N-[4-trifluoromethoxyphenylmethyl]-N- 
phenylmethyl)aiiiinomethyl--imidazole); 




l-(l-Butyl)-2-phenyl-5-(N-[2-chloro-3,4-dimethoxyphenylmethyl]'-N- 
phenylmethyljaiBino-methylimidazole); 
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l-(l-Bu1yl)-2-phenyl-5-(N-[4-nitrophenylinethyl]-N- 
phenylmethyl)ammoniethylimidazole; 




l-(l-Butyl)-2-phenyl-5-(N-[4-aininophenylmethyll-N- 
phenylmethyl)aininomethylixmdazole; 




l-(l-Butyl)-2,4-diphenyl-5-(N-phenylmethyl-N-[l-butyl])aininomethyHmidazo 




l-(l-Butyl)-2-phenyl-5-(N-[2-aminopyridin-5-ylmethyl]-N- 
phenylmethyl)a2ninomethyl-iznidazole 
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l-{l-Buiyl)-2-phenyl-5-(N-[2,3-dihydrobeiizo[b]furan-5-ylmeto^^ 
phenylmethyljamino-methylimidazole; 




OH 

1 - ( 1 -Butyl)-2-phenyl-5-{N-[2-chloro-4-hydroxyphenylinethyl]-N-[ 1 - 
butyl])aminomethyl-imidazole) 




l-(l-Butyl)-2-phenyl-4-methyl-5-(N-phenylmethyl-N-[l-butylI)aminomethyU^ 
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l-(l-Butyl)-2-(4-fiuorophenyl)-5-(N-[2-chloro-4-hydroxyphenylmet^^ 
phenylmethyl)-aminomethylimidazole; 




F 

l-(l-Bu1yl)-2-(3-fluorophenyl)-5-(N-[2-cWoro-4-hydroxyphenylmethyl]-N- 
phenyMelJiyl)-aininomethyIimidazole; 




F 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyl)anuno-methylimidazole; 




l-(l-Bu1yl)-2-(3-fluorophenyl)-5"(N-[4-dimethylaininophenylmethyl]-N- 
phenylmethyljaxnino-methylimidazole; 
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F 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[4-{l-pyrroIidinyl}phenylme 
phenylmethyljamino-methylimidazole; 




F 

l"(l-Bu^l)-2-(3-chlorophenyl)-5-{l-[N-{2-chloro-4-hydro:Q^phenylme^^ 
phenyimethyl] aminojethylimidazole; 




l-( 1 -Bu1yl)-2-phenyl-5-(N-[indol-5-ylme11iyll-N-phenylmethyl)aminomethy^ 




l-(l-Butyl)-2-(4-'fluorophenyl)-5-(l-N,N-di[3,4- 
methylenedioxyphenylmethyl]aniino)ethyliimdazole; 
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2-{[5-({Butyl[(l-butyl-2,4-diphenylimidazol-5-yl)methyl]anim 
pyridyl]ainino}ethan- l-ol; 

As discussed above, preferred compounds of the invention exhibit good 
activity in standard in vitro C5 receptor mediated chemotaxis assay, specifically the 
assay as specified in Example 12, which follows. References herein to ''standard in 
vitro C5 receptor mediated chemotaxis assay" are inteided to refer to that protocol as 
defined in Example 12 which follows. Preferred compounds of the invention exhibit 
an ECso of about 100 or less in such a standard C5a mediated chemotaxis 
assay, more preferably an EC50 of about 10 or less in such a standard C5a 
mediated chemotaxis assay, still more preferably an ECso of about 1 in such a 
standard C5a mediated chemotaxis assay, even more preferably an ECso of about 
0.1 in such a standard C5a mediated chemotaxis assay. 

Additional assays suitable for determining the effects of small molecule 
compounds on C5a receptor binding and receptor modulatoiy activity, as well as 
assays suitable for measuring their effects on C5a-induced neutropenia in vivo, can 
be found in the published literature, for example in US patent 5,807,824, which is 
incorporated herein by reference for its disclosure in this regard in Examples 6-9, 
columns 19-23, as well as for its discussion of complement and inflammation at 
columns 1-2. Those of skill in the art will recognize that such assays can be readily 
adapted to the use of cells or animals of different species as deemed appropriate. 
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In one aspect of the invention, one or more compounds of the invention, 
preferably in solution in a pharmaceutically acceptable carrier as a pharmaceutical 
preparation, is used to perfuse a donor organ prior to transplantation of the organ 
into a recipient patient. Such perfusion is preferably carried out using a solution 
comprising an concentration of the compound of the invention that is an effective 
amoimt suf&cient to inhibit C5a mediated effects in vitro or in vivo. Such perfusion 
preferably reduces the severity or frequency of one or more of the inflammatory 
sequelae following organ transplantation when compared to that occurring in control 
(including, without restriction, historical control) transplant recipients who have 
received transplants of donor organs that have not been so perfused. 



Definitions 

In certain situations, the compounds of of the invention may contain one or more 
asymmetric elements such as stereogenic centers, stereogenic axes and the like, e.g. 
asymmetric carbon atoms, so that the compounds can exist in different 
stereoisomeric forms. These compounds can be, for example, racemates or optically 
active forms. For compounds with two or more asymmetric elements, these 
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compounds can additionally be mixtures of diastereomers. In these situations, the 
single enantiomers, i.e., optically active forms, can be obtained by asymmetric 
83mthesi8y S3mthesis from optically pure precursors or resolution of the 
racemates. Resolution of the racemates can be accomplished, for example, by 
conventional methods such as ciystallization in the presence of a resolving ^ent, or 
chromatography, using, for example a chiral HPLC column. 

The term "substituted", as used herein, means that any one or more 
hydrogens on the designated atom is replaced with a selection from the indicated 
group, provided that the designated atom's normal valence is not exceeded, and that 
the substitution results in a stable compound. When a substituent is keto {i.e,, =0), 
then 2 hydrogens on the atom are replaced. Keto substituents are not present on 
aromatic moieties. The present invention is intended to include all isotopes of atoms 
occurring in the present compounds. Isotopes include those atoms having the same 
atomic number but different mass numbers. By way of general example, and 
without limitation, isotopes of hydrogen include tritium and deuterium and isotopes 
of carbon include "C, "C, and i^C. 

When any variable occurs more than one time in any constituent or formula 
for a compound, its definition at each occurrence is independent of its definition at 
every other occurrence. Thus, for example, if a group is shown to be substituted 
with 0-2 R*, then said group may optionally be substituted with up to two R* groups 
and R* at each occurrence is selected independently from the definition of R*. Also, 
combinations of substituents and/or variables are permissible only if such 
combinations result in stable compoimds. 

As indicated herein, various substituents of the compounds of the present 
invention and various formulae set forth herein are ''optionally substituted", 
including, e.g., Ari, Ar2, R, Ri, R2, R3, Rsa, R4, Rs, Ra, R?, Ra, Ra', Rb, and Rc. When 
substituted, those substituents may be substituted at one or more of any of the 
available positions, typically 1, 2, 3, or 4 positions, by one or more suitable groups 
such as those disclosed herein. 



142 



wo 02/49993 PCTAJSOO/26816 

Suitable groups or "substituted" moities of compounds of the invention 
include eg., halogen such as fluoro, chloro, bromo or iodo; cyano; hydroxyl; nitro; 
azido; alkanoyl such as a Ci.6 alkanoyl group such as apyl and the like; 
carboxamido; alkyl groups including those groups having 1 to about 12 carbon 
atoms, or 1, 2, 3, 4, 5, or 6 carbon atoms; alkenyl and alkynyl groups including 
groups having one or more unsaturated linkages and from 2 to about 12 carbon, or 
2, 3, 4, 5 or 6 carbon atoms; alkoxy groups having those having one or more 03^gen 
linkages and from 1 to about 12 carbon atoms, or 1, 2, 3, 4, 5 or 6 carbon atoms; 
axyloxy such as pheno^; alkylthio groups including those moieties having one or 
more thioether linkages and from 1 to about 12 carbon atoms, or 1, 2, 3, 4, 5 or 6 
carbon atoms; all^lsulfinyl groups including those moieties having one or more 
sulfrnyl linkages and from 1 to about* 12 carbon atoms, or 1, 2, 3, 4, 5, or 6 carbon 
atoms; alkylsulfonyl groups including those moieties having one or more sulfonyl 
linkages and from 1 to about 12 carbon atoms, or 1, 2, 3, 4, 5, or 6 carbon atoms; 
aminoallcyl groups such as groups having one or more N atoms and from 1 to about 
12 carbon atoms, or 1, 2, 3, 4, 5 or 6 carbon atoms; carbocyclic aiyl having 6 or 
more carbons, particidarly phenyl (e.g. an Ar group being a substituted or 
unsubstituted biphenyl moiety); aiylall^l having 1 to 3 separate or fused rings and 
from 6 to about 18 carbon ring atoms, with ben2grl being a preferred group; aralkoacy 
having 1 to 3 separate or fused rings and from 6 to about 18 carbon ring atoms, 
with O-benzyl being a preferred group; or a heteroaromatic or heteroalicyclic group 
having 1 to 3 separate or fused rings with 3 to about 8 members per ring and one or 
more N, O or S atoms, e.g. coumarinyl, quinolinyl, pyridyl, pyrazinyl, pyrimidyl, 
fuiyl, pyrrolyl, thienyl, thiazolyl, oxazolyl, imidazolyl, indolyl, benzofuranyl, 
benzothiazolyl, tetrahydrofuranyl, tetrahydropyranyl, piperidinyl, morpholino and 
pyrrolidinyl. 

As used herein, "alkyl" is intended to include both branched and straight- 
chain saturated aliphatic hydrocarbon groups, having the specified number of 
carbon atoms. Examples of all^l include, but are not limited to, methyl, ethyl, n- 
propyl, i-propyl, n-butyl, s-butyl, t-butyl, n-pentyl, and s-pentyl. Preferred alkyl 



143 



wo 02/49993 PCTAJSOO/26816 
groups are Ci-Cg and Ci-e alkyl groups. Especially preferred alkyl groups are methyl, 
ethyl, propyl, butyl, 3-pentyl. The term Ci.6 alkyl as used herein includes alkyl 
groups consisting of 1 to 6 carbon atoms, which may contain a cydopropyl moiety. 
Suitable examples are methyl or ethyl. 

"Cycloalkyr is intended to include saturated ring groups, having the 
specified number of carbon atoms, such as cyclopropyl, cydobutyl, cyclopentyl, or 
cyclohexyl and brigded or caged saturated ring groups such as norbomane or 
adamantane and the like. 

In the term "(C3.6 cycloalkyl)Ci-4 alkyl", as defined above, the point of 
attachment is on the alkyl group. This term encompasses, but is not limited to, 
cyclopropylmethyl, cyclohexylmethyl and cydohexylethyl. 

"Alkenyl" is intended to include hydrocarbon chains of either a straight or 
branched configuration comprising one or more unsaturated carbon-carbon bonds, 
which may occur in any stable point along the chain, such as ethenyl and propenyl. 

"Alkynyl" is intended to include hydrocarbon chains of either a straight or 
branched configuration comprising one or more triple carbon-carbon bonds that 
may occur in any stable point along the chain, such as ethynyl and propynyl. 

"Haloalkyl" is intended to include both branched and straight-chain 
saturated aliphatic hydrocarbon groups having the specified number of carbon 
atoms, substituted with 1 or more halogen (for example -Cv(X0wi(H2v+i-E(wi)) where v = 
1 to 3; X» «= F(i«l), Cl(i=2), Br(i=3), I(i-4) and i:wi<2v+l). Examples of haloalkyl 
include, but are not limited to, trifluorometly^l, trichloromethyl, pentafluoroethyl, 
and pentachloroethyl. 

"Alko^ represents an alkyl group as defined above with the indicated 
number of carbon atoms attached through an oxygen bridge. Examples of alkoxy 
include, but are not limited to, methoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy, 2- 
butoxy, t-butoxy, n-pentoxy, 2-pento3Q^, 3-pentoxy, isopentoxy, neopentoxy, n- 
hexoxy, 2-hexoxy, 3-hexoxy, and 3-methylpentoxy. 

As used herein, the term "carbocyclic aiyr indicates aromatic groups 
containing only carbon in the aromatic ring. Such aromatic groups may be fvuther 
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substituted with carbon or non-carbon atoms or groups. Typical carbocyclic aiyl 
groups contain 1 to 3 separate of fused rings and from 6 to about 18 ring atoms, 
without heteioatoms as ring members. Specifically preferred carbocyclic aiyl groups 
include phenyl, napthyl, including 1-naphthyl and 2-naphthyl, and acenaphthyl. 

By the term "energetically accessible conformer" is meant any conformer of a 
compound that falls within about a 15 Kcal/mol window above the lowest energy 
conformation (as for example that foxmd in a monte carlo or systematic 
confirmational search) by using MM2, MM3, or MMFF force fields as implemented in 
molecular modeling software such as MacroModel® v 7.0, Schrodinger, Inc., 
Portland, Oregon United Stats and Jersey City, New Jersey, United States, 
http: / /www.schrodinger.com or the like. 

Peptidomimetic compounds are generally compounds with "chemical 
structures derived from bioactive peptides which imitate natural molecules" 
(Murray Goodman and Seonggu Ro, "Peptidomimetics for Drug Design" chapter 
twenty in Bxurger's Medicinal Chemistry and Drug Discovery, Volume 1: Principles 
and Practice, Manfred E. Wolff, ed, John WQey & Sons, Inc., NY, 1995, pp. 801- 
861.) As used herein and in the claims, the term peptidomimetic additionally 
comprises peptoid compounds, which are compoimds that comprise ol^omers of N- 
substituted natural amino acids, and the term further comprises any compound 
having more than two amide bonds. 

As used herein, the terms "heteroaryl" and •'Tieteroalicyclic" group are 
intended to indicate a stable 5-to 7-membered monocyclic or bicyclic or 7-to 10- 
membered bicyclic heterocyclic ring which is saturated, partially unsaturated or 
unsaturated (aromatic), and which consists of carbon atoms and from 1 to 4 
heteroatoms independently selected from the group consisting of N, 0 and S and 
including any bicyclic group in which any of the above-defined heterocyclic rings is 
fused to a benzene ring. The term heteroaryl indicates that the group contains at 
least 1 aromatic ring. The nitrogen and sulfur heteroatoms may optionally be 
oxidized. The heterocyclic ring may be attached to its pendant group at any 
heteroatom or carbon atom that results in a stable structure. The heteroqydic rings 
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described herein may be substituted on carbon or on a nitrogen atom if the resulting 
compound is stable. A nitrogen in the heterocycle may optionally be quatemized. 

It is preferred that when the total number of S and 0 atoms in the 
heterocycle exceeds 1, then these heteroatoms are not adjacent to one another. It is 
preferred that the total number of S and 0 atoms in the heterocycle is not more than 
1, 2, or 3, more typically 1 or 2. It is preferred that the total number of S and O 
atoms in the aromatic heterocycle is not more than 1. 

Examples of heteroaiyl groups and other heterocycles iaclude, but are not 
limited to, acridinyl, azodnyl, benzimidazofyl, benzofuranyl, benzothiofuranyl, 
benzothiophenyl, benzoxazolyl, benzthiazolyl, benztriazolyl, benztetrazolyl, 
benzisoxazolyU benzisothiazolyl, benzimidazolinyl, carbazolyl, NH-carbazolyl, 
carbolinyl, chromanyl, chromenyl, dnnolinyl, decahydroquinolinyl, 
2H,6H-l,5,2-dithiazinyl, dihydrofuro(2,3-2?ltetrahydrofuran, furanyl, furazanyl, 
imidazolidinyl, imidazolinyl, imidazolyl, IH-indazolyl, indolenyl, indolinyl, 
indolizkiyl, indolyl, 3H-indolyl, isobenzofiiranyl, isochromanyl, isoindazolyl, 
isoindolinyl, isoindolyl, isoquinolinyl, isothiazolyl, isoxazolyl, morpholinyl, 
naphthyridinyl, octahydroisoquinolinyl, oxadiazolyl, 1,2,3-oxadiazolyl, 
1,2,4-oxadiazolyl;- l,2,5oxadiazolyl, 1,3,4-oxadiazolyl, oxazolidinyl, oxazolyl, 
oxazolidinyl, pyrimidinyl, phenanthridinyl, phenanthrolinyl, phenazinyl, 
phenothiazinyl, phenoxathiinyl, phenoxazinyl, phthalazinyl, piperazinyl, piperidinyl, 
pteridinyl, purinyl, pyranyl, pyrazinyl, pyrazolidinyl, pyrazolinyl, pyrazolyl, 
pyridazinyl, pyridooxazole, pyridoimidazole, pyridothiazole, pyridinyl, pyridyl, 
pyrimidinyl, pyrrolidinyl, pyrrolinyl, 2H-pyrrolyl, pyrrolyl, quinazolinyl, quinolinyl, 
4H-quinolizinyl, quinoxalinyl, quinuclidinyl, tetrahydrofuranyl, 

tetrahydroisoqidnolinyl, tetrahydroquinolinyl, 6H-l,2,5-thiadiazinyl, 1,2,3- 
thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, l,3,4thiadiazolyl, thianthrenyl, 
thiazolyl, thienyl, thienothiazolyl, thienooxazolyl, thienoimidazolyl, thiophenyl, 
triazinyl, 1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-triazolyl, 1,3,4-triazolyl, and 
xanthenyl. 

Preferred heteroaiyl groups include, but are not limited to, pyridinyl, 
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pyrimidinyl, furanyl, and thienyl Also included are fused ring and spiro compoiinds 
containing, for example, the above heterocycles. 

The term "halogen* indicates fluorine, chlorine, bromine, or iodine. 

The term "pharmaceutically acceptable salts" includes, but is not limited to 
non-toxic salts with inorganic acids such as hydrochloride, sulfate, phosphate, 
diphosphate, hydrobromide, and nitrite or salts with an organic acids such as 
malate, maleate, fumarate, tartrate, succinate, citrate, acetate, lactate, 
methanesulfonate, p-toluenesulfonate, 2-hydroxyethylsulfonate, salicylate and 
steamte. Similarly, pharmaceutically acceptable cations include, but are not limited 
to soditun, potassixim, calcium, aluminum, lithium and ammonium. The present 
invention also encompasses the prodrugs of the compounds disclosed. 

Examples of bicyclic oxygen containing groups of the formula: 



Methods of Treating Patients 

The present invention provides methods of treating patients suffering from 
diseases or disorders involving pathologic activation of C5a receptors. Such 
diseases and disorders may include the following. 

Such disorders that may be autoimmune in nature and are suitable for 




(Ra may also be indicated Re) include the following: 
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treatment in accordance with the present invention include e.g. rheumatoid 
arthritis, systemic lupus eiythematosus (and associated glomerulonephritis), 
psoriasis, Crohn's disease, vasculitis, irritable bowel syndrome, dermatomyositis, 
multiple sclerosis, bronchial asthma, pemphigus, pemphigoid, scleroderma, 
myasthenia gravis, autoimmune hemolytic and thrombocytopenic states, 
Goodpasture's S3nidrome (and associated glomerulonephritis and pulmonary 
hemorrhage), and immunovasculitis. Such inflammatory and related conditions 
include neutropenia, sepsis, septic shock, Alzheimer's disease, stroke, inflammation 
associated with severe bums, lung injuiy, myocardial infarction, coronary 
thrombosis, vascular occlusion, post-surgical vascular reocclusion, artherosclerosis, 
traumatic central nervous system injury and ischemic heart disease, and ischemia- 
reperfusion injuiy, as well as acute (adult) respiratory distress syndrome (ARDS), 
systemic inflammatory response syndrome (SIRS), multiple organ dysfunction 
syndrome (MODS), tissue graft rejection, and hyperacute rejection of transplanted 
organs. Also included are pathologic sequellae associated with insulin-dependent 
diabetes mellitus (including diabetic retinopathy), lupus nephropathy, Heyman 
nephritis, membranous nephritis and other forms of glomerulonephritis, contact 
sensitivity responses, and inflammation resulting from contact of blood with 
artificial surfaces that can cause complement activation, as occurs, for example, 
during extracorporeal circulation of blood (e.g., diuing hemodialysis or via a heart- 
luiig machine, for example, in association with vascular surgery such as coronary 
artery b3^ass grafting or heart valve replacement) such as extracorporeal post- 
dialysis SQHidrome, or in association with contact with other artificial vessel or 
container surfaces (e.g., ventricular assist devices, artificial heart machines, 
transfusion tubing, blood storcige bags, plasmapheresis, plateletpheresis, and the 
like). 

Treatment methods of the invention include in general administration to a 
patient a therapeutically effective amount of one or more compounds of the 
invention. Suitable patients include those subjects suffering from or susceptible to 
(i.e. propylactic treatment) a disorder or disease identified herein. Typical patients 



148 



wo 02/49993 PCT/USOO/26816 

for treatment in accordance with the invention include mammals, particxilarly 
primates, especially humans. Other suitable subjects include domesticated 
companion animals such as a dog, cat, horse, and the like, or a livestock animal 
such as cattle, pig, sheep and the like. 

Pharmacetttical Preparations 

The compoimds of the invention may be administered orally, topically, 
parenterally, by inhalation or spray or rectally in dosage unit formulations 
containing conventional non-toxic pharmaceutically acceptable carriers, adjuvants 
and vehicles. Oral administration in the form of a pill, capsule, elixir, syrup, lozenge, 
troche, or the like is particularly preferred. The term parenteral as used herein 
includes injections and the like, such as subcutaneous, intradermal, intravascular 
(e.g., intravenous), intramuscular, intrastemal, spinal, intrathecal, and like injection 
or infusion techniques, with subcutaneous, intramuscular and intravascular 
injections or infusions being preferred. In addition, there is provided a 
pharmaceutical formulation comprising a compound of the invention and a 
pharmaceutically acceptable carrier. One or more compoimds of the invention may 
be present in association with one or more non-toxic pharmaceutically acceptable 
carriers and/or diluents and/or adjuvants and if desired other active ingredients. 
The pharmaceutical compositions containing compounds of the invention may be in 
a form suitable for oral use, for example, as tablets, troches, lozenges, aqueous or 
oily suspensions, dispersible powders or granules, emulsion, hard or soft capsules, 
or syrups or elixirs. 

Compositions intended for oral use may be prepared according to any 
method known to the art for the manufacture of pharmaceutical compositions and 
such compositions may contain one or more agents selected from the group 
consisting of sweetening agents, flavoring agents, coloring agents and preserving 
agents in order to provide pharmaceutically elegant and palatable preparations. 
Tablets contain the active ingredient in admixture with non-toxic pharmaceutically 
acceptable excipients that are suitable for the manufacture of tablets. These 
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excipients may be for example, inert diluents, such as calcium carbonate, sodium 
carbonate, lactose, calcivma phosphate or sodixim phosphate; granulating and 
disintegrating agents, for example, com starch, or alginic acid; binding agents, for 
example starch, gelatin or acacia, and lubricating agents, for example magnesium 
stearate, stearic acid or talc. The tablets may be uncoated or they may be coated by 
known techniques to delay disintegration and absorption in the gastrointestinal 
tract and thereby provide a sustained action over a longer period. For example, a 
time delay material such as glyceryl monosterate or glyceryl distearate may be 
employed. 

Formulations for oral use may also be presented as hard gelatin capsules 
wherein the active ingredient is mixed with an inert solid diluent, for example, 
calcium carbonate, calcium phosphate or kaolin, or as soft gelatin capsules wherein 
the active ingredient is mixed with water or an oil medium, for example peanut oil, 
liquid paraffin or olive oil. . 

Aqueous suspensions contain the active materials in admixture with 
excipients suitable for the manufacture of eujueous suspensions. Such excipients 
are suspending agents, for example sodium carba^grmethylcellidose, methylcellulose, 
hydropropyhnethylcellulose, sodiiun alginate, polyvinylpyrrolidone, gum tragacanth 
and gum acacia; dispersing or wetting agents may be a naturally-occurring 
phosphatide, for example, lecithin, or condensation products of an alkylene oxide 
with fatty acids, for example polyoxyethylene stearate, or condensation products of 
ethylene oxide with long chain aliphatic Edcohols, for example 
heptadecaethyleneoxycetanol, or condensation products of ethylene oxide with 
partial esters derived from fatty adds and a hexitol such as polyo^ethylene sorbitol 
monooleate, or condensation products of ethylene oxide with partial esters derived 
from fatty acids and hexitol anhydrides, for example polyethylene sorbitan 
monooleate. The aqueous suspensions may also contain one or more preservatives, 
for example ethyl, or n-propyl p-hydroxybenzoate, one or more coloring agents, one 
or more flavoring agents, and one or more sweetening agents, such as sucrose or 
saccharin. 
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Oily suspensions may be formulated by suspending the active ingredients in 
a vegetable oil, for example arachis oil; olive oil, sesame oil or coconut oil, or in a 
mineral oil such as liquid paraffin. The oily suspensions may contain a thickening 
agent, for example beeswax, hard paraffin or cetyl alcohol. Sweetening agents such 
as those set forth above, and flavoring agents may be added to provide palatable oral 
preparations. These compositions may be preserved by the addition of an anti- 
oxidant such as ascorbic acid. 

Dispersible powders and granules sxiitable for preparation of an aqueous 
suspension by the addition of water provide the active ingredient in admixture with 
a dispersing or wetting agent, suspending agent and one or more preservatives. 
Smtable dispersing or wetting agents and suspending agents are exemplified by 
those already mentioned above. Additional excipients, for example sweetening, 
flavoring and coloring agents, may also be present. 

Pharmaceutical compositions of the invention may also be in the form of oil- 
in-water emulsions. The oily phase may be a vegetable oil, for example olive oil or 
arachis oil, or a mineral oil, for example liquid paraffin or mixtures of these. 
Suitable emulsifying agents may be naturally-occurring gums, for example gum 
acacia or gum tragacanth, naturally-occuiring phosphatides, for- example soy bean, 
lecithin, and esters or partial esters derived from fatty acids and hexitol, anhydrides, 
for example sorbitan monoleate, and condensation products of the said partial 
esters with ethylene oxide, for example polyoxyethylene sorbitan monoleate. The 
emulsions may also contain sweetening and flavoring stents. 

Syrups and elixirs may be formulated with sweetening agents, for example 
glycerol, propylene ^ycol, sorbitol or sucrose. Such formulations may also contain a 
demulcent, a preservative and flavoring and coloring agents. The pharmaceutical 
compositions may be in the form of a sterile injectable aqueous or oleaginous 
suspension. This suspension may be formulated according to the known art using 
those smtable dispersing or wetting agents and suspending agents which have been 
mentioned above. The sterile injectable preparation may also be sterile injectable 
solution or suspension in a non-toxic parentally acceptable diluent or solvent, for 
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example as a solution in 1,3-butanediol. Among the acceptable vehicles and 
solvents that may be employed are water, Ringer's solution and isotonic sodixun 
chloride solution. In addition, sterile, fbced oils are conventionally employed as a 
solvent or suspending medium. For this purpose any bland fixed oil may be 
employed including synthetic mono-or digtycerides. In addition, fatty adds such as 
oleic acid find use in the preparation of injectables. 

The compounds of the invention may also be administered in the form of 
suppositories e.g., for rectal administration of the drug. These compositions can be 
prepared by mixing the drug with a suitable non-irritating excipient that is solid at 
ordinary temperatures but liquid at the rectal temperature and will therefore melt in 
the rectum to release the drug. Such materials are cocoa butter and polyethylene 
^ycols. 

Compounds of the invention may be administered parenterally, preferably in 
a sterile non-toxic, pyrogen-free medium. The drug, depending on the vehicle and 
concentration used, can either be suspended or dissolved in the vehicle. 
Advantageously, adjuvants such as local anesthetics, preservatives and buffering 
agents can be dissolved in the vehicle. 

Dosage levels of the order of from about 0.1 mg to about 140 mg per 
kilogram of body weight per day are useful in the treatment or preventions of 
conditions involving pathogenic C5a activity, particularly those disorders list in the 
*T3ackground of the invention" section (about 0.5 mg to about 7 g per patient per 
day). The amount of active ingredient that may be combined with the carrier 
materials to produce a single dosage form will vary depending upon the host treated 
and the particidar mode of administration. Dosage unit forms will generally contain 
between from about 1 mg to about 500 mg of an active ingredient. 

Frequency of dosage may also vaiy depending on the compoimd used and 
the particular disease treated. However, for treatment of most disorders, a dosage 
regimen of 4 times daily, three times daily, or less is preferred, with a dosage 
regimen of once daily or 2 times daily being particular^ preferred. 
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It will be understood, however, that the specific dose level for any particular 
patient will depend upon a variety of factors including the activity of the specific 
compound employed, the age, body we^t, general health, sex,- diet, time of 
administration, route of administration, and rate of excretion, drug combination 
(i.e., other drugs being administered to the patient), the severity of the particular 
disease imdergoing therapy, and other factors, including the judgment of the 
prescribing medical practitioner. 

Preferred compounds of the invention will have favorable pharmacological 
properties. Such properties include, but are not limited to bioavailability (e.g.> oral 
bioavailibilty, preferably high enou^ to permit oral administration of doses of less 
than 2 grams, preferably of less than or equal to one gram), low toxicity, low serum 
protein binding and desirable in i/itrv and in vivo half-lifes. Distribution in the body 
to sites of complement activity is also desirable, e.g., compoimds used to treat CNS 
disorders will preferably penetrate the blood brain barrier, while low brain levels of 
compounds used to treat periphereal disorders are typically preferred. 

Assays may be used to predict these desirable pharmacological properties. 
Assays used to predict bioavailability include transport across hviman intestinal cell 
monolayers, including Caco-2 cell monolayers. Toxicity to cultured hepatocyctes 
may be used to predict compound toxicity. Penetration of the blood brain barrier of 
a compound in humans may be predicted from the brain levels of the compound in 
laboratoiy animals given the compound intravenously. 

Serum protein binding may be predicted from albumin binding assays. Such 
assays are described in a review by Oravcovi, et al. (Journal of Chromatography B 
(1996) volume 677, pages 1-27). 

Compound half-life is inversely proportional to the frequency of dosage 
required for the effective administration of a compound. In xnvo half-lifes of 
compounds may be predicted, e.g., from assays of microsomal half-life as described 
by Kuhnz and Gieschen (Drug Metabolism and Disposition, (1998) volume 26, pages 
1120-1127). 
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Preparation of compounds 

Representative methods for preparing the compounds of the mvention are shown in 
the following Schemes. Schemes 1 and 2 show the preparation of aiylimidazole 
compounds. Scheme 1 illustrates the preparation of aiylimidazole compovinds where 
Ri is hydrogen or halogen. Scheme 2 represents of the preparation of aiyl imidazole 
compounds where Ri is alkyl. Within Schemes 1 and 2 the variables Arx, Ar2, Ru R2» 
R3 and R4 ~ are defined as above for Formula I. 
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Schemel. Synthesis of l-AII(yI-2-aryl-5-ainuiomethyIimidazoIes 
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As shown in Scheme 1, an appropriately substituted aiyhiitrile 10 is converted to 
the imidate 11 via treatment with hydrogen chloride gas in methanol followed by 
subsequent treatment with base to release the free base. Amidine 12 is prepared 
from 11 by treatment with a primary amine. 2-Arylimida2ole-4-carboxaldehyde 13 
is prepared from 12 by one of several methods described in the chemical literature, 
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for instance, by treatment with 2-bromo-3-isopropoxyacrolein in the presence of 
base. See, for example, J. Org, Chem., §2: 8449 (Shilcrat et al., 1997). 

Aldehyde 13 can then be transformed into hydroxymethylimidazole 14 either 
by reduction (for cases where R4 is hydrogen) or by treatment with the appropriate 
organometallic (for cases where R4 is C1-C6 aUsyl). The hydroxy group of 14 is 
converted to either a halogen or sulfonate ester leaving group. Treatment of this 
intermediate with an appropriate secondary amine in the presence of base provides 
2-aryl-4-aminomethylimidazole IB. Alternatively , the aminoalkyl functionality of 
15 may be elaborated by sequential amination-acylation-reduction steps. In 
situations where Ri is a halogen, it may be prepared from 15 (Ri=H) by treatment 
with the moleciilar halogen, a halosuccinimide or the like. 

As shown in Scheme 2, an appropriately substituted 2-aiyl-4- 
substitutedimidazole 20 can be N-alkylated by treatment with base such as sodiimi 
hydride and an all<yl halide or alkylsulfonate ester to provide the trisubstituted 
imidazole 21. Hydroxymethylation of 21 under the conditions of the Maxuiich 
reaction provides hydro:r^methylimidazole 22. In examples where R3 is eHkyl, 
hydro3^methyl derivative 24 is prepared from 22 by oxidation to aldehyde 23 and 
subsequent treatment with an appropriate organometallic reagent such as an alkyl 
lithium or Grignard reagent. Conversion of 22 or 24 to the, desired 2-aryl-5- 
aminomethylimidazoles is carried out by conversion of the hydroxymethyl to a 
halogen or sulfonate ester leaving group followed by treatment with a secondary 
amine. Alternatively, the aminoalkyl functionality of the 2-aryl-5- 
aminomethylimidazole product may be elaborated by sequential amination- 
acylation-reduction steps. 
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Scheme 2. Synthesis of 2-Arvlimidazoles 

Where R2 is Msyh 



PCT/USOO/26816 
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Where R3 is hydrogen 



22 




The 2-aryl-4"SUbstitutedjmidazole 20 may be prepared by methods described 
in the chemiced literature, for instance, via condensation of an arylamidme with a 
halomethyl or hydroscymethyl ketone. 
Cvdoalkylimidazoles 

An illustration of the preparation of compounds of the Cycloalkylimidazole 
compounds of the present invention is given in Scheme 3. Within Scheme 3 the 
variables n, Ari, Ar2, R2> R3, Rsa* R4, Rs, Re, Rsa> Rea* R7 and X are defined previously. 
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Scheme 3. Preparation of Cvc lnfllfcylimidazoles 
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Compound 33 X = OH 

Compound 34 X = halogen or sulphonate ester 




Re 

(CR5aCR6a)n 



As shown in Scheme 3, an appropriately substituted aiylamidine 30 is condensed 
with an appropriately substituted 2-halo-3-alkoxyenone 31 to provide a 2-aiyl-4»5- 
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cycloalkylimidazole 32. The ketone functionality of 32 can be either reduced (R? = 
H) or treated with an appropriate organometallic (for cases where R? is alkyl) to give 
the cyclic alcohol 33. Compounds of general formula 34 can be prepared from 33 by 
one of several methods described in the chemical literature, for instance, by 
treatment with thionyl chloride or by treatment with an all^l or axylsiilphonyl 
chloride in the presence of base. 

Compounds of formula 34 can then be transformed into compounds of 
general Formvila 35 by direct treatment with the appropriate secondary amine. 
Alternatively, the X fiinctionality of 34 may be transformed into a tertiary amine in a 
stepwise manner, hi this case, 34 would be treated with a primary amine to provide 
an intermediate secondary amine. This, in turn, could be alkylated to give 
cycloalkylimidazole compounds of the invention. 



Pyridines 

An illustration of the preparation of pyridine compounds of the present 
invention is given in Scheme 4. Those having skill in the art will recognize that the 
starting materials may be varied and additional steps employed to produce 
compounds encompassed by the present invention. Within Scheme 4 the variables 
Ari^ Ar2, R, Ri, R2, Ra^ and R4 are defined as previously described. 
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As shown in Scheme 4, an appropriately substituted 4-phenyloxazoIe 40 is 
condensed with an appropriately substituted maleic acid to provide a 2- 
phenylisonicotinic acid 41. The carbo3Qrlic acid functionality of 41 can be reduced 
directly to the primaiy alcohol (43, Ra = H) or converted by methods known to the 
art to an intermediate aldehyde 42 and subsequently treated with the appropriate 
organometallic (for cases where R3 is alkyl) to give a secondaiy alcohol 43. 
Compounds of general formula 44 can be prepared from 43 by one of several 
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methods described in the chemical literature, for instance, by initial treatment with 
thionyl chloride or with an alkyl or axylsulphonyl chloride in the presence of base, 
followed by subsequent condensation with a primary amine. Compounds of formula 
44 can then be transformed into compounds of formula 4S by direct treatment with 
the appropriate alkylating agent or, alternatively, by reductive alkylation. 
Alternatively, the tertiary amine functionality of formula 45 may be realized directly 
from compounds of formula 43 by initial treatment with thionyl chloride or with an 
alkyl or axylsulphonyl chloride in the presence of base, followed by subsequent 
condensation with a secondary amine. 

Pyrazoies 

An illustration of the preparation of aiylpyrazole compounds of the present 
invention is given in Scheme 5. Within Scheme 5 the variables An, Ar2, Ri, Ra, Ra, 
and R4 are defined as previously described. 
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Scheme 5. Preparation of Arvlovrazoles 
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R2 

58 

~ 58 



As shown in Scheme 5, an appropriately substituted phenylhydrazine adduct 
SO is condensed with an appropriately substituted a-ketoester 51, in the presence of 
a Lewis acid, preferably ZnCb, with heating at 50 - 200 ^C, preferably at 125 to 
provide a l-phenylpyrazole ester 52. The carboxylic acid functionality of 52 can be 
reduced directly to the primary alcohol (S3, R3 = H) or converted by methods known 
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to the art to an intermediate aldehyde and subsequently treated with the 
appropriate the appropriate organometallic (for cases where R3 is alkyl) to give a 
secondary alcohol 53. Compounds of general formula 54» where LG represents a 
leaving group, can be prepared from 53 by one of several methods described in the 
chemical literature, for instance, by initial treatment with thionyl chloride or with an 
alkyl or arylsulphonyl chloride in the presence of base, followed by subsequent 
condensation with a primary amine. Compounds of formula 54 can then be 
transformed into compounds of formula 58 by sequential treatment with the 
appropriate primary amine followed by direct alkylation or reductive alkylation of the 
intermediate secondary amine. Alternatively, the tertiary amine fimctionality of 
formula 58 may be realized directly from compounds of formida 53 by initial 
treatment with thionyl chloride or with an alkyl or arylsulphonyl chloride in the 
presence of base, followed by subsequent condensation with a secondaiy amine. 

An alternative route to the preparation of compounds of Formula 58 from the 
1-phenylpyrazole ester 52 may be realized by hydrolysis of 52 to a carbos^lic acid of 
general structure 56, followed by amide formation to provide 57 and, finally, 
reduction of the amide functionality to the tertiaiy amine of 58 (R3«H). 
Scheme 6. Preparation of 2-fl-arvl-1.2.3.4-tetrahvdroiso quino1in-2-vn aoetamides 
and bicvclics of other ring sizes /n«0. 1. 2. 3, etc) 



The 2-(l,2,3,4-tetrahydroisoquinolin-2-yl) acetamides of general formula 62 
of the present invention may be prepared according to the procedure described 




60 



61 



62 
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graphically in Scheme 6, wherein a compound of general Formiila 60, prepared 
according to literature procedures, (for example: Scully, Frank Jr.; Schlager, 
John J. Synthesis of dihydroisoquinolines and l-substituted 

tetrahydroisoquinolines. Heterocycles (1982), 19(4), 653-6 or Shinoharei, 
Tatsumi; Takeda, Akira; Toda, Jun; Terasawa, Noriyo; Sano, Takehiro. A highly 
efficient synthesis of 1-methyl-, 1-benzyl-, and 1 -phenyl- 1,2, 3,4- 
tetrahydroisoquinolines by a modified Pxinmierer reaction. Heterocycles (1997), 
46: 555-566.) is combined (in an appropiate solvent in the presence of an organic or 
inorganic base) with an appropriately substituted acetamide derivative possessing a 
leaving group X at its 2 position. For example, X may be halogen, alkyl or aryl 
sulfonate, or polyfluoroalkylsidfonate. Acetamides of general Formula 61 may be 
prepared via condensation of the appropriate secondary amine with a 2- 
haloacetylhalide (such as 2-chloroacaetyl chloride) in the presence of base. 
Alternatively acetamides of general formula 61 can be prepared by condensation of 
the appropriate secondary amine with either a 2-(alkylsulfonylester)acetic acid or 2- 
(aiylsulfonylester)acetic acid in the pressence of an coupling agent such as GDI or 
the like. 

Within Scheme 6, Ri, R2, R3, R4 and Rs may be the same or different and are 
chosen from hydrogen, halogen, Ci-Ce alkyl, Ci-Ce alkoxy, hydroxy, trifluoromethyl, 
trifluoromethoxyl, cyano, nitro, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 
mono or dialkylaminocarbonyl, sulfonamide, mono or dialkylsulfonamido, amino, 
mono- or di-alkylamino, aceto, acetosQr or 3,4-methylenedioxy or ethylenedioxy. The 
term n refers to an integer from 1 to 3. Re may be C1-C9 straight or branched chain 
alkyl, ben2yl (substituted or unsubstituted), phenylethyl (substituted or 
unsubstituted), phenylpropyl (substituted or imsubstituted), or may be cycloalkyl 
fused with an aromatic group such as 1,2,3,4-tetrahydronaphthyl, 1- or 2- indanyl 
or suberanyl. 

Scheme 7. Preparation of Ortho Biarvlamides 
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The preparation of the ortho biarylamides of the present invention may be 
carried out via a series of chemical transformations similar to those displayed 
graphically in Scheme 7. An individual skilled in the art may find modifications of 
one or several of the ^thetic steps described herein without diverting significantly 
from the overall synthetic scheme. 

Thus, as shown, the synthetic route begins with a benzoic acid of general 
structure 70 possessing a group X at the ortho position. This X group may be 
iodine, bromine, chlorine, sulfonate ester or polyfiuoroalkylsulfonate ester. The 
benssoic acid may also be substituted by up to four independently chosen 
substitutents represented by the variables RrR4. Examples of suitable substituents 
include hydrogen, chlorine, fluorine, cyano, Ci-Ce straight or branched chain alkyl, 
Ci-Ce straight or branched chain alkoxy, trifluoromethyl, trifluorometho^Qr, nitro, 
amino, mono or dialkyl amino, sulfonamide, mono or dialkylsulfonsunido, ailq^lthio 
e.g. methylthio, alkylsulfoxide, alkylsulfone, acetyl, acetoxy, alkoxycarbonyl 
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(COOAlkyl) or dialkylaminocarbonyl (C0N[alkyl]2). Additionally, two adjacent 
groups (i.e Ri and R2, or R2 and R3 or R3 and R4) may be taken together with a chain 
of from 3 to 5 methylene carbons to form a alkyl ring of from five to seven carbons 
fused to the benzoic acid moiety. Additionally, two adjacent groups (i.e Ri and R2, or 
R2 and R3 or R3 and R4) may be taken together with an allgrloxy chain, for example 
OCH2O or OCH2CH2O to form an oxygen-containing moiety (in this example 
methylenedioxy or ethylenedioxy, respectively) fused to the benzoic acid. 

This benzoic acid is then activated by conversion to an acid chloride with 
thionyl chloride, oxalyl chloride or the like. Alternatively, it may be activated by 
treatment with carbonyldiimidazole or a similar agent. The activated benzoic acid is 
then treated with an appropriate secondary amine in the presence of base to provide 
a tertiaiy amide of general structure 7 1 . 

Amide 71 is then converted to the biaryl structure 72 through the use of aiyl 
coupling reactions know in the chemical literature. Examples of such reactions are 
the Stille reaction where an aiyl trialkyltin reagent is coupled to an appropriate aryl 
in the presence of a catalyst such as palladium or nickel; or a Suzuki reaction where 
a arylboronic acid is coupled to an appropriate aiyl in the presence of a nickel or 
palladium catalyst in the presence of base. 

The group "Ar" of General structure 72 may be a phenyl which may be 
substituted with up to five additional independently chosen substitutents, e.g. 
hydrogen, halogen, cyano, Ci-Ce straight or branched chain aUcyl, C1-C6 straight or 
branched chain alkoxy, trifluoromethyl, trifluoromethojcy, nitro, amino, mono or 
dialkyl amino, sulfonamide, mono or diallQrlsulfonamido, allQrlthio e.g. methylthio, 
alkylsulfoxide, alkylsulfone, acetyl, acetoxy, hydroxycarbonyl (COOH), 
alkosQTcarbonyl (COOAlkyl), aminocarbonyl (CONH2), monoallQrlaminocarbonyl, 
dialkylaminocarbonyl (C0N[alkyl]2, methylenedioxy or ethylenedioxy. 

The At of General Structure 72 may also represent a heteroaiyl group such 
as 1- or 2- thienyl or 1- or 2- furanyl. Such a heteroaryl group which may be 
additionally substituted by up to three independently chosen substituents, such as 
hydrogen, halogen, pyano, CrCe straight or branched chain alkyl, Ci-Ce straight or 
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branched chain alkoxy, trifluoromethyl, trifluoromethoay, dialkyl amino, 
sulfonamido, mono or dialkylsulfonamido, alkylthio e.g. methylthio, alkylsulfoxide, 
all^lsulfone, acetyl, acet03cy, hydrojcycarbonyl (COOH), alko^Qrcarbonyl (COOAlkyl), 
aminocarbonyl (CONH2), monoalkylcarbonyl, dialkylaminocarbonyl (C0N[alkyl]2. 



Scheme 8. General Preparation of Aasaarvl benzamides 





The preparation of 2-imidazolyl, 2-pyrra2olyl and 2-(l,2,4)-tria2olyl 
benzamides begins with an appropriately substituted benzonitnle derivative having a 
leaving group X at the position ortho to the carbosQrlic acid functionality. Most 
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commonly this group woixld be a fluorine or chlorine group. This benzonitrile may be 
optionally substituted or additionally substituted by up to four substituents (R1-R4) 
which may be the same or different (examples of such substituents are: hydrogen, 
halogen, cyano, Ci-Ce straight or branched chain alkyl, Ci-Ce straight or branched 
chain alkossy, tnfluoromethyl, trifluoromethox^, nitro, amino, mono or dialkyl amino, 
sulfonamido, mono or diallorlsulfonamido, methylthio, allQ^lsulfoxide, alkylsidfone, 
acetyl, acetoxy, alkoxycarbonyl (COOAlkyl) or dialkylaminocarbonyl (CONfalkylJa). 

The benzonitrile 73 is mixed with the azaheteroqj^cle 74 (wherein A and B 
may be either nitrogen or carbon with the caveat that both A and B not be carbon. 
Rs and Re niay be the same as those groups described for R1-R4.) This condensation 
may be carried out either in a single phase system in an appropriate solvent and 
base, or in a two-phase manner using a phase transfer catalyst. 

2-Azaheterocyclicbenzonitrile 75 is the hydrolyzed to the corresponding 
benzoic acid 76 via means common to the chemical literature, for instance mineral 
acid. 

The benzoic acid 76 is then activated via thionyl chloride, GDI or other 
means known to the chemical literature and condensed with an appropriate^ 
substituted secondaiy amine toprovide the desired final products 77. 

EXAMPLES 

The general methods given in Schemes 1 to 8 above for the preparation of 
compotmds of the present invention are further illustrated by the following 
examples. Specifically, the methods given in Schemes 1 and 2 for the preparation of 
aryl imidazoles are illustrated by EJxamples 1-4, shown below. An example of the 
method shown in Scheme 3 for the preparation of cycloallcylimidazoles is given in 
example 5, and example of the method shown in Scheme 4 for the preparation of 
arylpyridines is given in example 6, and an example of the method shown in Scheme 
5 for the preparation of arylpyrazoles is given in example 7. The method shown by 
Scheme 6 for the preparations of 2-(l-Aiyl-l,2,3,4-tetrahydroisoquinolin-2- 
• yl)acetamides is fiirther illustrated in example 8. The methods shown in Schemes 7 
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and 8 for the preparation of ortho biaiylamides and azaaiylamides, respectively, are 
exemplified in Examples 9 and 10. Unless otherwise specified all starting materials 
and reagents are of standard commercial grade, and are used without further 
purification, or are readily prepared from such materials by routine methods. Those 
skilled in the art of organic synthesis will recognize that starting materials and 
reaction conditions may be varied to achieve the desired end product. 
Example 1. Preparation of an arylimidazole compound: l-(l-butvl)"2-phenvl-5-(N,N- 
di[3.4-methvlenedioxvphenvl methyl] )aminomethvlimidazole (Compound 106). 

N-{n-butyl)-benzamidine (101). To a solution of methyl benzimidate 
hydrochloride (12 g, 0.07 mole) in dimethylformamide (DMF, 20 mL) is added 7 ml of 
triethylamine at 0 "C. After 2 h the reaction is filtered to remove triethylamine 
hydrochloride. To the filtrate is added 3.68 g of 1-butylamine and the mixture is 
heated to 60 for 6 h. After cooling the mixture is partitioned between ethyl 
acetate and water. The organic layer is washed with brine, dried over sodium 
sulfate and concentrated to provide 13.28 g of the amidine as a yellow oil. NMR 
(400 MHz, CDCI3) 6 7.55 (m, 2H), 7.4 (m, 3H), 3.37 (bm, 2H), 1.62 (m, 2H), 1.42 (m, 
2H), 0.95 (t, J « 7 Hz, 3H). 

l-(l-Butyl)-2-phenylimidazole-5-carboxaldehyde (102). To a solution of 101 
(13.28 g) and 2-bromo-3'isopropoxyacrolein (22 g) in chloroform (150 ml) is added 
potassium carbonate (15.5 g) and water (19 ml). The mixture is stirred at room 
temperature overnight. The aqueous layer is discarded and the organic layer is 
washed with water (3X 100 mL), dried (Na2S04) and concentrated. The residue is 
purified via flash chromatography (5% MeOH/CHCU) to provide the desired 
imidazole carboxaldehyde as a pale yellow oil (21.55 g). ^H NMR (400 MHz, CDCI3) 5 
9.75 (s, IH), 7.90 (s, IH), 7.55 (m, 2H), 7.45 (m, 3H), 4.38 (t, J = 8Hz, 2H), 1,75 (m, 
2H), 1.22 (m, 2H), 0.91 (t, J = 7 Hz, 3H). 
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Representative preparation of a 1-Aikyl-2-aryl-4-am(nomethynmidazole: 
1 -(1 -Butyi)-2-phenyl-5-(N,N-dl[3,4*methylendioxyphenylmethyq) 
aminomethylimidazole) 




l-(l-Butyl)-2-phenyl-5-hydroxymethylimidazole (103). Aldehyde 102 is 
dissolved in methanol (150 mL). Sodium borohydride (3 g) is added in portions. 
After the addition was complete, the reaction is diluted with water and concentrated. 
The residue is dissolved in ethyl acetate, washed with brine, dried (NaaSO^ and 
concentrated. Hie product is purified by Hash chromatography on silica gel (5% 
MeOH/CHCla) to give 4.17 g of 103 as a cream colored soUd. iH-NMR (400 MHz. 
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CDCI3): 6 0.79 (3H, t, d=7.4), 1.18 (2H, m, d=7.4), 1.60 (2H, m, d=^7.6), 4.03 (2H, dd, 
d=7.6), 4.56 (2H, s), 6.84 (IH, s), 7.39-7.50 {3H, m),7.50-7.53 (2H, m). 
l-(l-Butyl)-2-phenyl-5-{N-[3,4- 



Hydr(»Eyinethyliznidazole 103 (0.82 g) is dissolved in chloroform (10 ml) and treated 
with thionyl chloride (1 ml). The solution is heated to 50 for 30 min, cooled and 
evaporated. The residue is washed with benzene and evaporated to give the 
intermediate chloromethyl hydrochloride as a white powder which is taken up in 
acetonitrile (30 mL). This is added dropwise to a solution of piperonylamine (5 ml) in 
acetonitrile (10 mL). The reaction is allowed to stand overnight and then 
evaporated. The residue is taken up in ethyl acetate and washed with water. The 
organic layer is dried (Na2S04) and concentrated. Purification on silica gel (10% 
MeOH/CHCla) provides the product as a pale yellow oil (0.91 g). NMR (400 MHz, 
CDCI3): 5 0.79 (3H, t, d=7.4), 1.18 (2H, m, d==7.4), 1.56 (2H, m, d=7.4), 3.75 (4H, s), 
4.04 (2H, dd, d-8), 5.92 (2H, s), 6.76 (2H, m), 6.84 (lH,s), 6.97 (IH, s), 7.38-7.44 
(3H, m), 7.53-7.56 (2H, m). 

l-(l-Butylj-2-phenyl-5-(N-[3,4-methylenedioxyphenyl methyl]-N-(3,4- 
methylenedioxyphenylcarbo^gr]) aminomethylimidazole (105). Compound 104 (160 
mg, 0.44 mmol) is dissolved in chloroform (5 ml, pentene stabilized) and treated 
sequentially with piperonyloyl chloride (100 mg) and triethylamine (1 ml). The 
mixture is stirred at room temperature overnight. The solution is concentrated and 
the residue taken up in ethyl acetate. The organic is washed with water, dried 
(Na2S04) and concentrated. Purification by^preparative thin layer chromatography 
(5% MeOH/CHCU) provides compoimd 105 as a pale yellow oil (240 mg). ^H-NMR 



(400 MHz, CDCI3): 5 0.75 (3H, br), 1.16 (2H, br), 1.49 (2H, br), 4.01 (2H, br), 4.54 
(2H, br), 4.68 (2H, br), 5.97 (2H, s), 5.99 (2H, s), 6.66 (2H, d, d=7.2), 6,80 (2H, t, 
d«8), 6.98-7.02 (2H, m), 7.40-7.47 (3H, m), 7.56 (2H, d, d=6.8). 



aminomethylimidazole (106). Amide 105 (215 mg) in tetrahydrofuran (THF, 3 ml) is 
added dropwise to a solution of alane (1 M in THF, 2 ml) and the resvdting solution 



methylenedioxyphenylmethyl]) aminomethylimidazole 



(104). 



l"(l-Butyl)-2-phenyl-5-(N,N-di[3,4-methylenedio3Qr 



phenylmethyl])' 
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is stirred for 2.5 h at room temperature. A solution of sodium hydroxide (15% 
NaOH, 1 ml) is added and the mixture is extracted with chloroform. The organic 
extracts are dried (NEk2S04) and concentrated. Purification by preparative thin layer 
chromatography (10% MeOH/CHCU) provided compound 106 as a colorless oil (115 
mg). iR-NMR (400 MHz, CDCI3): 8 0.70 (3H, t, d=7.6), 0.98 (2H, m, d«7.6), 1.30 (2H, 
m), 3.44 (4H, s), 3.52 (2H, s), 3.98 (2H, dd, d=8), 5.92 (4H, s), 6.74 (4H, s), 6.69 (2H, 
s), 7.02 (IH, s), 7.36-7.42 (3H, m), 7.54 (2H, dd, d=1.4, 6.6). The hydrochloride salt 
(m.p. 187-190 *C) was prepared in isopropanoL 

Example 2. Preparation of l-(l-butvn-2-phenvl-5-(l-[N-f3.4- 

methvlenedioxvphenvlmethvtt-N-phenvlmethvl]amjno)ethvliniida2ole (Compound 
108). 

l-Butyl-2-phenyl-5-(l-hydroxyethyl)imida2ole (107). A solution of aldehyde 
102 (230 mg) in diethyl ether (30 mL) is placed in a separately funnel and treated 
with a solution of 

Preparation of 

1 -(1 -Buty O-Z-phenyl-SKI -[N-[{3,4-methylendioxyphenylmethyl]}- 
N-[phenyimethyi]aniino6thylimidazol6) 



methyl lithium (1.4 M in THF, 1.5 ml). Afber 10 min, the solution is washed with 
ammonium chloride solution (1 M, 20 ml), dried (Na3S04) and concentrated. The 
resulting dark oil is purified by preparative TLC (10% MeOH/CHCls) to provide 
compound 107 as a colorless oil (180 mg). NMR (400 MHz, CDCI3) 6 7.56 (d, J = 2 



102. 
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Hz, 2H), 7.4 (m, 3H), 7.01 (s, IH), 4.86 (q, J = 7 Hz, IH), 4.18 (m, IH), 4.0 (m, IH), 
1.63 (d, J = 6.6 Hz, 3H), 1.63 (m, 2H), 1.23 (m, 2H), 0.81 (t, J = 7 Hz, 3H). 

l-Butyl-2-phenyl-5-(N-[3,4-inethylenedio3q^henyl]-N- 
phenylxnethyljazninoethyliinidazole (108). A solution of compound 107 (80 mg) in 
chloroform (10 ml) is treated with thionyl chloride (1 ml) and heated to 50 ''C for 30 
min. The solution is then concentrated, diluted with chloroform and reconcentrated 
to provide the intermediate chloromethyl hydrochloride as an oil. This material is 
taken up in chloroform (5 ml) and treated sequentially with N-benzylpiperonylamine 
(80 mg) and triethylamine. After stirring overnight, the reaction is washed with 
saturated potassium carbonate solution, dried (Na2S04) and concentrated. 
PurijEication by preparative thin layer chromatography (10% MeOH/CHCla) provides 
compound 108 as a colorless oil (62 n^. ^H NMR (400 MHz, CDCI3) 5 7.46-7.43 (m, 
IH), 7.2-7.3 (m, 9H), 6.74-6.86 (m, 4H), 5.94 (s, 2H), 4.82 (q, J = 6.8 Hz, IH), 4.33 
(m, 2H), 3.78 (s, 2H), 3.53 (s, 2H), 1.83 (d, J = 6.8 Hz, 3H), 1.62-1.68 (m, 2H), 1.21 
(q, J « 7.8 Hz, 2H), 0.82 (t, J ^ 7.8 Hz, 3H). 

Example 3. Preparation of l-Butvl-2-Dhenvl-4"bromo-5-(N-phenvlmethvl-N-fl- 

butvlj^amino-methvlimidazole (Compound 110). 

Preparation of 1 -(1 -Butyl)-2-phenyl-4-bromo^-[N-phenylmethyl-N-[1 -butyl]) 
aminomethyllmidazole) 



102 ► [1 
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l-Butyl-2-phenyl-5-{N-benzyl-N-butyl) aminomethylimidazole ( 109) . A 
solution of compound 102 (115 mg) and N-butylbenzylamine (85 mg) in toluene (10 
ml) is allowed to stand overnight Treatment of the reaction with sodium 
borohydride (100 mg) and ethanol (2 mL) followed by aqueous workup and 
purification on silica gel (10% MeOH/CHCla) provides compound 109 as a colorless 
oil (35 mg). iH NMR (400 MHz, CDCI3) 8 7.2-7.5 (m, lOH), 6.98 (s, IH), 4.0 (t, J = 8 
Hz, 2H), 3.55 (s, 2H), 3.52 (s, 2H), 2,42 (t, J = 8 Hz, 2H), 1.2-1.55 (m, 6 H), 1.05 (m, 
2H), 0.84 (t, J - 7 Hz, 3H), 0.72 (t, J * 7 Hz, 3H). 

l-Butyl-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[l- 
butyl])amjnomethylimidazole (110). To a solution of 109 (30 mg) in acetonitriie (4 
mL) was added N-bromosuccinimide (16 mg). The resulting mixture was heated to 
60 and the progress of the reaction followed by TLC. The cooled reaction mixture 
was diluted with ethyl acetate and washed twice with water. Purification by 
preparative thin layer chromatography (10% MeOH/CHCla) provided compoimd 110 
as a colorless oil (22 m^. m NMR (400 MHz, CDCI3) 8 7.2-7.S (m, 10 H). 3,98 (t, J » 
8 Hz, 2H), 3.55 (s, 2H), 3.53 (s, 2H), 2.46 (t, J = 7 Hz, 2H), 1.52 (m, 2H), 1.3 (m, 4H), 
0.98 (q, J = 7 Hz, 2H), 0.84 (t, J « 7 Hz, 3H), 0.70 (t, J - 7 Hz, 3H). 

Example 4. Preparation of l'-(l-Butvl)-2-phenvl"4"methvl-5-(N-[3.4- 

methvlenedioxvT)henvl-methvl|-N"phenvlmethvl)aminomethvlimidazole . (Compound 
114). 

l-Butyl-2-phenyl-4-methylimidazole (112). To a solution of 4-methyl-2- 
phenylimidazole (111, 15.8 g) in dimethylformamide (100 ml) is added sodium 
hydride (4:4 g, 60% in mineral oil) in small portions. Alte^ the addition is complete, 
the mixture was stirred for an additional 20 min and treated with 1-iodobutane 
(18.8 g). The reaction is fitted with a reflux condenser and heated at 100 'C for 12 
h. The cooled reaction mixture is partitioned between water (300 ml) and diethyl 
ether (300 ml). The organic layer is washed with water (3X 200 ml), dried (Na2S04) 
and concentrated to provide 20.5 g of N-bulylimidazoles. Analysis by ^H-NMR and 
GC-MS revealed mixture of l-buiyl-2-phenyl-4-methylimidazole (112) and l-butyl-2- 
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phenyl-S-methylimidazole in a ratio of 11.5/1. The mixture was carried on to the 
next step without purification. 

l-Bu1yl-2-phenyl-4-methyl-5-hydroxymethyIiinidazoIe (113). A solution of 
112 (1 g) in acetic acid (10 mL) and 40% aqueous fozmaldehyde (2 mL) is refluxed 
for 14 h. The reaction is then concentrated and dried by repeated reconcentration 
with toluene. The residue is purified by column chromatography (10% 
MeOH/CHCla), The fractions are assayed by GC and those fractions uncontaminated 
by the isomeric hydroxymethylimidazole combined. Concentration of the combined 
fractions provides compound 113 (320 mg) as a pale yellow oil. NMR (400 MHz, 
CDCk) 6 7.4-7.6 (m, 6H), 4.61 (s, 2H, CH2OH), 4.02 (t, J = 7 Hz, 2H, NCH2), 2.22 (s, 
3H, Me). 1.63 (m, 2H, 1.25 (m, 2H), 0.81 (t, J = 7 Hz, 3H). 
Preparation of 

1K1-Butyl)-2-phenyl*4*methyl-*5HN4MHi^)ethylenedioxyphenyq-N-phenylmethyl) 
aminomethylimidazole 




l-Butyl-2-phenyl-4-methyl-5-(N-benzyl-N-butyl)aminomethylimidazole (1 14). 
Compound 114 (23 mg) is prepared from 113 (50 m^ in a method similar to that 
used to obtain compound 108. m NMR (400 MHz, CDCI3) 5 7.5-7.55 (m,2H), 7.38- 
7.42 (m, 3H), 7.23-7.30 (m, 5H), 3.95 (t, J = 7.5 Hz, 2H), 3.55 (s, 2H), 3.53 (s, 2H), 
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2.40 (t, J = 7 Hz, 2H), 2.22 (s, 3H), 1.25-1.40 (m, 6H), 1.05 (m, 2H), 0.82 (t, J = 7 Hz, 
3H). 0.70 (t, J « 7 Hz, 3H); MS (LCMS) m/e 390 (M*+l) 



Example 5, Preparation of a cyclofllky^iTnidazole compound: 4-|[l^utyl(l-butYl-2- 
phenvl(4.5.6-trihvdrocvclopentaf3.2-d)imida2ol'6-vl))amino]meth^ 

N-(n-butyl)'benzamidine (120). To a solution of methyl benzimidate 
hydrochloride (12 g, 0.07 mole) in dimethylformamide pMF, 20 mL) is added 7 ml of 
triethylamine at 0 *C. After 2 h the reaction is filtered to remove triethylamine 
hydrochloride. To the filtrate is added 3.68 g of 1-butylamine and the mixture is 
heated to 60 ""C for 6 h. After cooling the mixture is partitioned between ethyl 
acetate and water. The organic layer is washed with brine, dried over sodium 
sulfate and concentrated to provide 13.28 g of the amidine as a yeUow oil. NMR 
(CDCI3) 7.55 (m, 2H). 7.4 (m, 3H), 3,37 (bm, 2H), 1.62 (m. 2H), 1.42 (m, 2H), 0.95 (t, 
J « 7 Hz, 3H). 

2-Bromo-3-methoxycyclopentenone (131) is prepared via the method of 
Curran et al JACS, vol 112, ps^e 5601. To a suspension of 1,3-cyclopentanedione 
(10 g) in chloroform (700 ml) is added a N-bromosuccinimide (18.2 g). The mixture is 
refluxed for 2 h, cooled and concentrated. Methanol (700 mL) and p-toluenesulfonic 
acid (1 g) are added and the solution is refluxed overnight. The mixture is 
concentrated to 100 ml, diluted with methylene chloride (500 mL) and poured into 
water. The aqueous layer is discarded and the organic layer is washed with water (3 
X 100 mL), dried (Na2S04) and concentrated. The residue is ciystaUized from ethyl 
acetate to give 131 as tan crystals (1.67 g). 

l-Butyl-2-phenyl-4,5-dihydrocyclopentyIl,2-dlimida2sol-6-one (Compound 132). To a 
mixture of amidine 130 (3.52 g, 20 mmol) and enone 13 (4.58 g, 24 nmiol) in 
chloroform (40 mL) and water (5 mL) was added solid potassium carbonate (3.32 g, 
24 mmol). The resulting mixtiu-e is refluxed overnight. After cooling, the mixture is 
washed with water, dried (Na2S04) and concentrated. Purification on silica gel 
eluting with 25% ethyl acetate/hexane gives the desired product 132 (3.0 g) LC-MS 
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(M^+1): 255. iH-NMR (8, CDCI3): 0.84 (t, J = 7.6 Hz, 3H), 1.23 (dt, J = 7.0, 7.6 Hz, 
2H), 1.81 (m, 2H), 2.95 (m, 4H), 4.13 (t, J = 7.6 Hz, 2H) 7.5-7.45 (m, 3H), 7.76-7.6 
(m, 2H) ppm. 

l-Butyl-2-phenyl-4,5-dihydro<^clopenty[l,2-d]iixudazol-6-ol (Compound 133). To a 
solution of 132 (2.68 g) in methanol (20 mL) is added sodium borohydride (1.5 
equiv) and the mixture stirred overnight. The mixture is concentrated, diluted with 
chloroform and washed with 0.5 N NH4CI solution. The organic layer is dried 
(Na2S04) and concentrated to provide the desired product 133. LC-MS (M + 1) 257. 

Butyl(l-bulyl-2-phenyl-4,5,6-trihydrocyclopen1yl[3,2-d]iinidazol-6-yl))amine 
(Compoimd 135). Compound 133 (2 g) is dissolved in chloroform (20 mL) and 
thionyl chloride (5 mL) and the resulting solution is stirred at room temperature 
overnight. The solvent and excess thionyl chloride are evaporated and the crude 
chloride 134 was dissolved in n-butylamine (10 mL). After 2 h, the excess 
butylamine was evaporated, the residue dissolved in ethyl acetate and the organic 
solution washed with 5% NaOH solution and water. The organic layer was dried and 
concentrated. The organic residue is purified by coluian chromatography on silaica 
gel eluting with 10% CH3OH in CHCI3 to provide the desired secondary amine 135 in 
82% yield. LC-MS (M+1) 312 m-NMR (chemical shift, CDCI3): 0.83 (t, J = 7.2 Hz, 
3H), 0.9 (t, J = 7.2 Hz, 3H), 1.23 (q, J = 7.2 Hz, 2H), 1.35 (q, J 7.2 Hz, 2H), 1.46 
(m, 2H), 1.70 (m, 2H), 2.24 (m, IH), 2.55-2.66 (m, 4H), 2.73-2.80 (m, 2H), 3.97-4.04 
(m, 2H), 4.30 (d, J = 5,6 Hz, IH), 7.37-7.44 (m, 3H), 7.55-7.57 (m, 2H). 

4-{[Bu1yl(l-butyl-2-phenyl(4,5,6-trihydrocyclopenta[3,2-d]imida2ol-6- 
yl))amino]methyl}-3-chlorophenol (Compound 5, Table 1). To a solution of 
compound 135 (50 mg) in 1,2-dichloroethane (2 mL) and 2-chloro-4- 
hydroxybenzaldehyde (30 mg) is added sodium triacetoxyborohydride (100 mg). The 
resulting mixture is allowed to stir overnight. After washing with 0.5 ammonium 
chloride solution, the organic layer is dried (Na2S04) and concentrated. Purification 
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using preparative thin layer chromatography eluting with 5% CH3OH/CHCI3 
provides the desired product 136 as an oil (21 m^. LC-MS (M+1) 452, (M-1) 450. 
iH-NMR (chemical shift, CDCI3): 0.74 (t, J = 7.2 Hz, 3H), 0.83 (t, J « 7.2 Hz, 3H), 
1.11 (q, J = 7.2 Hz, 2H), 1.21-1.33 (m, 2H), 1.41-1.51 (m, 4H), 2.34-2.44 (m, 3H), 
2.51-2.57 (m, IH), 2.60-2.67 (m, IH), 2.69-2.75 (m, IH), 3.38 (d, J = 7.6 Hz, IH), 

3.47 (d, J = 13.6 Hz, IH), 3.65 (d, J = 13.6 Hz, IH), 3.78-3.96 (m, IH), 6.62 (dd, J ^ 
8,2 Hz, IH), 6.78 (d, J = 2 Hz, IH), 7.07 (d, J = 8 Hz, IH), 7.35-7.41 (m, 3H), 7.45- 

7.48 (m. 2H). 
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Preparation of 4-(fButyl(1 •butvl-2-phenyl(4.5.6-trihvdrocvclopenta 
f3.2-dlimidazol-6-yI))amino]|methyl}-3-chlorophenol 
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Example 6. Preparation of 2-phenvl-4'(N.N-di(2H-BeD2oF3,4-dM.3-dioxolan-5- 
vlmethY ^)«"^^""] taethvl-3-butvlpvridine 

4-Phenyl-5-butyloxazole (140). A mixture of a-bromohexanophenone (25.5 
g, 0. 1 mole), ammonium formate (22 g, 0.35 mole) and formic acid (1 10 mL) was 
reiluxed with stirring for 3 h. The reaction mixture was poured onto ice and made 
basic with ION NaOH and extracted with ether. The organic layer was washed with 
water, dried over sodium sulfate and concentrated. The crude product was puriiied 
by flash chromatography on silica gel eluting with 20% ethyl acetate in hexane. To 
provide the desired compound as an oil (8.3 g, 41 %); NMR (6, CDCI3, 400 MHz) 
7.55 (m, 2H), 7.40 (s, IH), 7.34 (dd, J« 7,7 Hz, 2H), 7.22 (dd, J = 7, 7 Hz, IH), 2.74 
(m, 2H), 1.6 (m, 2H), 1.30 (m, 2H), 0.84 (t, J« 7 Hz, 3H) ppm. 

2- Phenyl-3-butylisonicotinic acid (141). A mixture of 4-phenyl-5-butyloxazole 
(12, 5 g, 25 mmol) and maleic acid (3.5 g, 30 mmol) is heated at 100 °C for 30 min. 
After cooling, the semisolid mass is triturated with ether and the solid collected by 
filtration . m NMR (6, CDCI3, 400 MHz) 11.68 (brs, IH), 8.72 (d, J= 6.0 Hz, IH), 
7.73 (d, J= 5.6 Hz, IH), 7.48-7.51 (m, 2H), 7.42-7.44 (m, 2H), 6.25 (s, IH), 2.86 (d, 
J« 7.6 Hz, 2H), 1.36 (m, 2H), 1.11 (dt, J= 7.6, 7.2 Hz, 2H), 0.68 (t, J= 7.6 Hz, 3H). 
MS(M+1): 256, (M- 1) 254. 

2-Phenyl-4-hydroxymethyl-3-butylp3rrldine (142). 4 mL of a IM solution 
of lithium aluminum hydride in tetrahydrofuran is added to a solution of 2-phenyl- 

3- butylisonicotinic acid (13, 510 mg, 2 mmol) in tetrahydrofuran (20 mL). The 
reaction is stirred overnight and then quenched with 5 mL of 15% aqueous NaOH. 
The resulting mixture is extracted with ether, dried (Na2S04) and concentrated to 
provide the desired hydro3Qrmethylpyridine as an oil (470 mg). LC-MS (M+1): 242; ^H 
NMR ( , CDCL3) 8.35 (IH, d, J = 5.2 Hz), 7.30-7.39 (6H, m), 4.59 (2H, s), 2.43 (2H, 
t, J = 8.0 Hz), 1.23 (2H, m), 1.13 (2H, m), 0.70 (3H, t, J = 7.2 Hz). 

2-Phenyl-4-(^{2H-benzo[3,4-d]-l,3-*dioxolan-5-yl]nethyl})aminomethyl-3- 
butylpyridine (143). Thionyl chloride (200 mg, 1.67 mmol) is added to a solution of 
2-phenyl-4-hydrox3anethyl-3-bu1ylpyridine (400 mg, 1.66 mmol) in pentene 
stabilized chloroform (8 mL) and the mixture is heated to 50 for 2 h. The resulting 
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mixture is cooled, washed with saturated sodium bicarbonate solution, dried 
(Na2S04) and concentrated. The resulting crude chloride is taken up in 
dimethylformamide (10 mL) and added dropwise to a refluxing solution of 
piperonylamine (1.0 g, 4 equiv) in dimethylformamide (30 mL) containing 3 g of 
powdered potassimn carbonate. After the addition is complete, the resulting 
mixture is refliixed for an additional 3 h, cooled and partitioned between water (200 
mL) and ether (100 mL). The ethereal layer is washed 2 times with water, dried 
(Na2S04) and concentrated. The resulting material is purified by chromatography on 
silica eluting with 10% CH3OH/CHCI3 to give the desired secondary amine 15. LC- 
MS (M+1): 375.3; ^H-NMR (6, CDCI3): 0.73 (3H, t, J =• 7.2 Hz), 1.15 (2H, m J = 7.2 
Hz), 1.30 (2H, m), 2.58 (2H, t, J = 8.0 Hz), 3.79 (2H, s), 3.83 (2H, s), 5.93 (2H, s), 
6.75-6.82 (2H, m), 6.89 (IH, d, J « 1.2 Hz), 7.36-7.42 (6H, m), 8.45 (IH, d, J = 4.8 
Hz) ppm. 

2-Phenyl-4-(K»N-di{2H-benzo[3,4-d]-l,3-dioxolan'-5-ylmethyl})aminomethyl-3- 
butylpyridine (144). To a solution of 14 (38 mg) in dichloroethane (5 mL) was 
added piperonal (30 mg). The resulting mixture was stirred for 3 h after which time 
sodium triaceto^borohydride (150 mg) is added in one portion and the resulting 
mixture is stirred overnight The reaction mixture was quenched with 10% 
ammonium hydroxide solution (5 ml). The or^nic layer is washed with water and 
extracted with IN HCl solution. The acidic extract is made basic with IN NaOH. 
solution and extracted with chloroform. The organic extract is dried (Na2S04) and 
concentrated. The resulting oil is pxuified on preparative thin layer chromatography 
eluting with 10% CH3OH/CHCI3 to give the desired tertiary amine 144 as an oil (18 
mg). LC-MS (M+1): 509.4; iR-NMR (6, CDCI3): 0.71 (3H, t, J = 7.2 Hz), 1.10 (2H, m. J 
= 7.2 Hz), 2.60 (2H, t, J - 8.0 Hz), 3.48 (4H, s), 3.58 (2H, s), 5.94 (4H, s), 6.75 (IH, 
d, J = 8.0 Hz),6.80 (IH, dd, J - 0.8, 8.0 Hz), 6.91 (IH, d, J = 0.8 Hz), 7.36-7.43 (5H, 
m), 7.56 (IH, d, J =» 5.2 Hz), 8.47 (IH, d, J = 5.2 Hz) ppm. 
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Preparation of 2-Phenyl-4-(NJV-di{2H-benzo[3,4-dl-l,3-dioxolan-5-ylme&^^ 
aiiiiiiomefhyI-3-butylpyridine 




Example 7. Preparation of an Arvlpvrazole: 
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1 «3"diphenvl-4-(N-l2H-benzo[3.4-d1- 1 .3-dioxolan-5"Vlmethvll-N-butvlainmo)niethvl- 
5-propvlpvrazole 

N'-Phenyl-N-pheiiyUiydrazone (150). Benzaldehyde (9.81 g, 9.25 mmol) is 
added at 0-5 to a solution of phenyl hydraadne (10 g, 9.25 mmol) in ethanol (100 
mL). A cream colored solid forms and the reaction mixture is allowed to stand for 
2h. The solid is collected by filtration, washed with ice-cold ethanol and dried under 
vacuum to provide the desired compound, compound 150 (14.92 g);LC-MS m/z 
197.2, iH NMR (6, CDCI3, 400 MHz) ppm. 

Ethyl l)3-dlphenyl-5-propylpyrazole-4>carboxylate (152). A mixture of 
150 (5 g, 25.5 mmol) and ethyl butyrylacetate (20.2 g, 128 mmol) and a catal3rtic 
amount of zinc chloride is heated at 125 under an air atmosphere for 3h, The 
reaction vessel is fitted with a short path distillation head and excess ethyl 
butyrylacetate iss distilled away under vacuum. The resulting material is purified 
by column chromatography on silica eluting with 10% ethyl acetate in hexanes to 
provide the desired ester 152 as a yellow oil (6.39 g) which crystallizes upon 
standing. Rectystallization from diisopropyl ether provides a white solid. NMR 
(6, CDCI3, 400 MHz) MS (M+1): 335.2 

l93-Diphenyl-4*hydroaqrineth7l-5-propyIpyrazoIe (153). To a solution of 
ester 153 (670 mg, 2 mmol) in tetrahydrofuran (20 mL) is added 4 mL of a IM 
solution of lithium aluminimi hydride in tetrahydrofuran. The reaction is stirred 
overnight and then quenched with 5 mL of 15% aqueous NaOH. The resulting 
mixtiire is extracted with ether, dried (Na2S04) and concentrated to provide the 
desired hydrosgrmethylpyrazole as an oil (505 mg). LC-MS (M+1): 293.3; NMR (6, 
CDCL3) 7.86 (dd, J= 8.4 Hz, 2H), 7.34-7.52 (m, 8H), 4.65 (s, 2H), 2.72 (t, J= 8.0 Hz, 
2H), 1.52 (m, 2H), 0.87 (t, J= 7.6 Hz. 3H). 

[( 1 ,3-Diphenyl-5-propylpyrazol-4-yl)methyl]butylamine ( 154). To a 
solution of 18 (289 mg) in pentene stabilized chloroform (8 mL) is added thionyl 
chloride (1 mL) and the mixture heated to 60 «C for 2 h. The resxilting mixture is 
cooled, washed with saturated sodium bicarbonate solution, dried (Na3S04) and 
concentrated. The resulting crude chloride is taken up in dimethylformamide (3 mL) 
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and added dropwise to a solution of butylamine (1.0 g) in dimethylformamide (10 
mL] containing 2 g of powdered potassitim carbonate. After the addition is 
complete, the resulting mixture is stirred for an additional 3 h and partitioned 
between water (20 mL) and ether (10 mL). The ethereal layer is washed 2 times with 
water, dried (Na2S04) and concentrated. The resulting material is piuified by 
chromatography on silica eluting with 10% CH3OH/CHCI3 to give the desired 
secondary amine IBS (190 mg). LC-MS (M+1): 348.3; iH-NMR (5, CDCI3): 7.87 (dd, 
J= 8.0, 1.6 Hz, 2H), 7.32-7.48 (m, 8H), 3.77 (s, 2H), 2.70 (m, 4H), 1.48 (m, 4H), 1.34 
(m, 2H), 0.91 (t, J« 7.6 Hz, 3H), 0.87 (t, J= 7.6 Hz, 3H) ppm. 

l»3-Diphenyl-4-(N-{2H-benzo[3,4-dl-l,3-.dioxolan-5-ylmethyl}-N- 
butylamlnolmethyl-S-propylpyrazole (Compound 155). To a solution of 154 (35 
mg) in dichloroethane (5 mL) is added piperonal (30 mg). The resulting mixture is 
stirred for 3 h after which time sodium triacetoxyborohydride (150 mg) is added in 
one portion and the resulting mixture is stirred overnight. The reaction mixture is 
quenched with 10% ammonium hydroxide solution (5 ml). The organic layer is 
washed with water and extracted with IN HCl solution. The acidic extract is made 
basic with IN NaOH solution and extracted with chloroform. The organic extract is 
dried (Na2S04) and concentrated. The resulting oil is purified on preparative thin 
layer chromatography eluting with 10% CH3OH/CHCI3 to give the desired tertiary 
amine (Compound 155) as an oU (24 mg). LC-MS (M+1): 482.5; iH-NMR (6, CDCI3): 
7.87 (d, J= 7.2 Hz, 2H), 7.47 (d, J= 4.4 Hz, 4H), 7.33-7.43 (m, 4H), 6.77 (s, IH), 
6.70 (s, 2H), 5.92 (s, 2H), 3.56 (s, 2H), 3.42 (s, 2H), 2.74 (t, J = 8.0 Hz, 2H), 2.37 (t, J 
- 7.2 Hz, 2H), 1.42 (m, 4H), 1.21 (m, 2H), 0.83 (t, J « 7.6 Hz, 3H), 0.81 (t, J = 7.2 Hz, 
3H) ppm. 
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Preparation of 1 ,3-Diphenvl"4-tN-f 2H-benzof 3.4-cn-1 .3-dioxolan-5-ylmethvl> 
-N-bu|y|amino)methYl^-propYlpYrazol9 



Ph 
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Example 8 . Synthesis of JV-f 1 -fluorobenzvl) -iy~indan-2-vl-2- f6 , 7-diniethoxv- 1 - 
phenvl"1.2,3.4"tetrahvdroisoQuinolin-l"Vl) acetamide fl62) . A mixture of 6, 7- 
dimethoxy-l-phenyl-l,2,3,4-tetrahydroisoqiiinoline hydrochloride {160, 153 mg, 0.5 
mmol), i\r-(l-fluorobeiizyl)-J\r-iiidan-2-yl-2-bromoacetamide (161, 180 mg, 0.5 mmol) 
and potassium carbonate (500 mg) in acetonitrile is heated at 80 *>C overnight. After 
cooling, the mixture is filtered and concentrated. The resulting residue is purified 
by column chromatography eluting with 5% methanol in chloroform to provide the 
title product (162) as a thick oil (215 mg, 78%). iR NMR (CDCI3) 6.8-7.3 (m, 14H), 
6.60(s, IH), 6.05 (s, IH), 




160 161 162 



Example 9« Preparation of 4Trifluoromethvl-biphenvl"2-carbQxylic acid 
benzo[l>3]dioxol-5-vhnethvl"ben2vl"amide (174) . 1,1 -carbonyldiimidazole (175 mg) 
is added to a solution of 2-iodobenzoic acid (248 mg, 1 mmol)(170) in 
tetrahydrofuran (THF, 5 ml). The resulting mixture is stirred overnight at room 
temperature. A solution of N-3,4-methylenedioxyben2yl-N-benzylamine (241 mg, 1 
equiv)(171) in THF (2 mL) is added and the resulting solution is stirred for 1 h, 
quenched with water and extracted with diethyl ether. The organic extracts are 
dried (NaaS04) and concentrated. The residual material is taken up in 
dimethoxyethane (10 mL) and a catalytic amount (20 mg) of 
tetrakis(triphenylphosphine)palladixan(0) is added. The resulting mixture is stirred 
under an argon atmosphere for 10 min and solid 4-trifluoromethyllphenylboronic 
acid (150 mg) is added in one portion. A second phase of IN aqueous N^S04 is 
added and the mixture is warmed to 80 for 6 h under a argon atmosphere. The 
solution is cooled, diluted with water and ethyl acetate and filtered through a pad of 
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celite. The organic phase is dried over sodium sxilfate and concentrated. 
Purification on silica eluting with 20% ethyl acetate in hexane provided the desired 
biphenylamide product (174)(410 mg). The proton NMR displays a doubled pattern 
commonly observed for amides which possess some rotational restriction about the 
amide nitrogen at room temperature. The ratio of the rotomers is approximately 
equal. NMR (CDC13) 3.50 and 3.62 (two doublets, J » X Hz, IH), 3.72 and 3.83 
(two doublets, J = X Hz, IH), 4.10 and 4.18 (two doublets, J - X Hz, IH), 5.09 and 
5.16 (two doublets, J = x Hz, IH), 5.95 (d, J = X Hz, 2H, OCH2O), 6.30 (m, 1.5 H). 
6.46 {d,J^l Hz, 0.5 Hz), 6.60 and 6.66 (two doublets, J » X Hz, IH), 6.80 (bd, J « 
X Hz, IH), 6.86 (m, IH), 7.16-7.62 (m, 11 H). 




4*-Triiluoroiuethyl-biphenyl-2-€arboxylic acid beiizo[13]dloxol-5-yImetbyl-benzyl-amide 



187 



wo 02/49993 PCT/USOO/26816 

Example 10. Preparation of N-Benzofl.3]dioxol-5-vlmethvl-N-benzvl-2"Dvrazol-l-vl- 
benzamide 



2-Pyrazol^l-yl-bengoiiitrile. Compound 177 . A solution of 20 mmol of 2- 
fluorobezonitrile and 40 mmol of pyrrazole is mixed together in dimethylformaide 
with 1 equivalent of potassium hydroxide and a cataljrtic amount of 18-crown-6. 
The mixture is stirred at room temperature overnight, quenched with water and 
ethyl acetate and extracted with ethyl acetate. The organic extract is washed 
repeatedly with 1 N NaOH solution. The organic layer is then diluted with ether and 
washed with IN HCl solution, dried and concentrated. IH NMR (CDCI3) 6.55 (t, J = 

2 Hz, IH), 7.42 (M, IH), 7.65-7.82 m, 4H), 8.15 (d, J = 1 Hz, IH). 

a*^ ^d. Compound 178 . A solution of compound 177 in 
cone HCl is refLuxed overnight, cooled and concentrated. The product is precipitated 
by addition of 1 N NaOH until pH of 5-6, filtered and dried. IH (CDCI3) 6.52 (t, J = 3 
Hz, IH), 7.40 (d, J = 8 Hz, IH), 7.50 (t, J » 8 Hz, IH) 7.62 (t, J « 8 hz, IH), 7.81 (m, 
2H), 8.12 (d, J»8Hz, IH). 

N-Benzofl^31dioxol-5-vlmethvl-N-benzyl>2-Pvrazol-l-vl-benzamide. Compound 
179 . 1.1 equiv of carbonyl diimidazole is added to a solution of benzoic acid 178 
(200 mg) in tetrahydroiuran (5 mL); the reaction is stirred at room temperaturte for 

3 h. After this time JV-piperonyl-JV^ben^lamine (0.25 g) is added in one portion. 
After 30 min, the reaction is filtered, diluted with ether and washed with water. The 
organic layer is dried (Na2S04) and piuified over column chromatography to provide 
the desired product (390 mg). The proton NMR displays a typically doubled pattern. 
m (CDCI3) 3.83 and 4.32 (two doublets, J = 16 Hz, IH), 3.91 (two doublets, J = 8 
Hz, IH), 4.18 two doublets (J = 6 Hz, IH), 5.0 and 5.1 (two doublets, J = 14 Hz, IH), 
5.93 and 5.98 (s and doublet, J « 2 Hz, 2H, OCH2O), 6.35-6.40 (m, 2H), 6.51 (d, J » 

4 Hz, 0.5 H), 6.4 (m, 1.5 H), 7.0-7.88 m, 15H). LC-MS 412.3 
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176 

HCl 




Emmple 11 , Preparation of N'ben20vl"N«f4«methoxvben2vll-N-(l-proDvl'2« 

methvleno-7-azaben2iinidazole 

2-aminopropyl-3-nltropyridlne 




2-chloro-3-mtroaminopyridine (180) (5.5 g» 35 mmol) is dissolved in 150 mL 
acetonitrile at room temperature. Propylamine (21 g, 350 mmol) is added dropwise 
and the reaction mixture is stirred for 5 hours at room temperature. The solvent 
and excess propylamine are removed in vacuo. The residue is dissolved in 150 mL 
ethyl acetate and washed once with 100 mL saturated NaHCOa solution and once 
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with 100 mL brine. The organic layer is dried over MgS04, filtered, and the solvent 
removed in vacuo to afford 6.3 g of 2-aminopropyl-3-nitrop3aidine (181). 
2-aminopropyl-3-aiiiliiop3rridin6. 




181 182 



2-aminopropyl-3-nitropyridine (171)(6.3 g, 35 mmol) is dissolved in 100 mL 1/1 
ethyl acetate / ethanol in a Parr shaker bottle. Nitrogen is bubbled through the 
solution for 2 minutes followed by the addition of 10% Pd/C (500 mg). The 
suspension is hydrogenated on a Parr apparatus under 40 psi of Ha until hydrogen 
uptake ceased. The suspension is filtered through Celite and the solvent evaporated 
in vacuo to afford 5.3 g of the 2-aminopropyl-3-aminopyridine (182). 



l-propyl-2-cliloromethyl-7-azal)enzlmidazole 




2-aminopropyl-3-aminopyridine (172) (5.3 g, 35 mmol) is dissolved in 100 mL CHCI3 
at room temperature. Ethyl chloromethylimidate hydrochloride (14 g, 89 mmol) is 
added followed by K2CO3 (25 g, 180 mmol). The suspension was stirred vigorously 
at room temperature for 3 hours. The reaction mixture is filtered through Celite and 
the solvent removed in vacuo. The residue is passed through a short plug of silica 
gel eluting with ethyl acetate to afford 3.7 g of l-propyl-2-chloromethyl-7- 
azabenzimidazole (183). 

l-propyl-2-(4-methoxybeiizylam!no)methyl-7-azabenzimidazole. 
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MeO' 




NH2 




CH3CN 



OMe 



4-Methoxybenzylainine (3.8 g, 27 mmol) is dissolved in 20 mL dry acetonitrile. 1- 
propyl-2-chloromethyl-7-azabenziiQidazole (173)(940 mg, 4.5 mmol) dissolved in 4.5 
mL acetonitrile is added dropwise. The mixture is stirred 10 hours at room 
temperature. The solvent is removed in vacuo and the residue dissolved in 20 mL 
ethyl acetate. This solution is washed once with 20 mL 1 N NaOH, once with 20 mL 
water, once with 20 mL 5% HOAc in water, then once with 5 N NaOH. The organic 
phase was dried over MgS04, filtered, then concentrated in vacuo. The product 
mixture is purified by flash chromatography eluting with ethyl acetate followed by 
95/5/1 ethyl acetate / methanol / triethylamine to afford 850 mg of the l-propyl-2- 
(4-methoxybenzylaniino)methyl-7-azabenzimida2ole (184). 

N-beiizoyl-N-(4-inetho3cybenzyl)-N-(l-propyl-2-methyleno-7-azabenzlmidazole 



l-propyl-2-(4-metho^benzylamino)methyl-7-azabenzimidazole (174)(19 mg, 0.06 
mmol) is dissolved in 0.6 mL toluene. Saturated sodium bicarbonate solution in 
water (0.3 mL) is added followed by benzoyl chloride (11 mg, 0.08 mmol). The 
reaction mixture is stirred at room temperature for 10 hours. It is then diluted with 
5 mL ethyl acetate and transferred to a separately funnel. The aqueous layer is 
removed and the organic phase washed once with IN NaOH, once with 5 mL water, 
then and once with mL brine. The organic phase is dried over MgS04, filtered and 
the solvent removed in vacuo. The product is piuified by preparatory tic eluting with 
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1/1 ethyl acetate / hexanes to afford 20 mg of the desired compound (185). NMR 
400 MHz (CDCI3) 8.39 ppm (br d, 1 H), 8.15 ppm (br d, 1 H), 7.52 ppm (m, 1.5 H), 
7.40 ppm (s, 1.5 H), 7.22 (m, 1 H), 7.18 ppm (br d, 1 H), 6.83 ppm, (d, J = 4 Hz, 2 
H), 4.93 ppm (br s, 2 H), 4.71 ppm ( br s, 1 H), 4.39 ppm (br s, 1 H), 3.79 ppm (s, 3 
H), 1.89 ppm (br m, 2 H), 0.98 pp, (br t, 3 H). 
Example 12 

Assay for C5a Receptor Mediated Chemotaxis 

This assay is a standard assay of CSa receptor mediated chemotaxis. 

Human promonoQiic U937 cells or puriiied human or non-human 
neutrophilis are treated with dibutyxyl cAMP for 48 hours prior to performing the 
assay. Human neutrophils or those from another mammalian species are used 
directly after isolation. The cells are pelleted and resuspended in culture media 
containing 0.1% fetal bovine serum (FBS) and 10 ug/ml calcein AM (a fluorescent 
dye). This suspension is then incubated at 37 for 30 minutes such that the cells 
take up the fluorescent dye. The suspension is then centrifuged briefly to pellet the 
cells, which are then resuspended in culture media containing 0.1% PBS at a 
concentration of approximately 3 x 10^ cells/mL. Aliquots of this cell suspension 
are transferred to clean test tubes, which contain vehicle (1% DMSO) or varying 
concentrations of a compound of interest, and incubated at room temperature for at 
least 30 minutes. The chemotaxis assay is performed in ChemoTx'^** 101-8, 96 well 
plates (Neuro Probe, Inc. Gaitherburg, MD). The bottom wells of the plate are filled 
with mediiun containing 0-10 nM of CSa, preferably derived from the same species 
of mammal as are the neutrophils or other cells (e.g., human CSa for the human 
U937 cells). The top wells of the plate are filled with cell suspensions (compoimd or 
vehicle-treated). The plate is then placed in a tissue cvilture incubator for 60 
minutes. The top surface of the plate is washed with PBS to remove excess cell 
suspension. The number of cells that have migrated into the bottom well is then 
determined using a fluorescence reader. Chemotaxis index (the ratio of migrated 
cells to total number of cells loaded) is then calculated for each compound 
concentration to determine an IC50 value. 
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As a control to ensure that cells retain chemotactic ability in the presence of 
the compound of interest, the bottom wells of the plate may be filled with varying 
concentrations chemo-attractants that do not mediate chemotaxis via the C5a 
receptor, e.g. ^rmosan-activated serum (ZAS), N-formylmethionyHeucyl- 
phenylalanine (FMLP) or leukotriene B4 (LTB4), rather than C5a, under which 
conditions the compounds of the invention preferably do not inhibit chemotaxis. 

Preferred compounds of the invention exhibit IC50 values of less than 1 pM in 
the above assay for C5a mediated chemotaxis. 
Example 13 

Determination of dopamine Da receptor binding activity 

The following assay is a standard assay for determining the binding affinity 
of compounds to dopamine D4 receptors. 

Pellets of Chinese hamster ovary (CHO) cells containing recombinantly 
expressing primate dopamine D4 receptors are used for the assays. The dopamine 
D4 receptor expression vector may be the pCD-PS vector described by Van Tol et al. 
(Nature (1991) 358: 149-152). The sample is homogenized in 100 voltunes (w/vol) of 
0.05 M Tris HCl buffer containing 120 mM NaCl, 5 mM MgCh and 1 mM EDTA at 
4'C and pH 7.4. The sample is then centrifuged at 30,000 x g and resuspended and 
rehomogenized. The sample is then centrifuged as described and the final tissue 
sample is frozen until use. The tissue is resuspended 1:20 (wt/vol) in 0.05 M Tris 
HCl buffer containing 120 mM NaCl. 

Incubations for dopaminergic binding are carried out at 25^C and contain 
0.4 ml of tissue sample, 0.1 nM ^H-YM 09151-2 (Nemonapride, cis-5-Chloro-2- 
metho3Qr-4-(methylamino)-N-(2-methyl-2-(phenylmethyl)-3-pyrrolidinyl)benzamide) 
and the compound of interest in a total incubation of 1.0 ml. Nonspecific binding is 
defined as that binding found in the presence of 1 uM spiperone; without further 
additions, nonspecific binding is less than 20% of total buidii^. 

E^mple 14. Pyeparation of radiolabeled probe compounds of the invention 

The compounds of the invention are prepared as radiolabeled probes by 
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carrying out their synthesis using precursors comprising at least one atom that is a 
radioisotope. The radioisotope is preferably selected from of at least one of carbon 
(preferably i*C), hydrogen (preferably ^H), sulfur (preferably ^^s), or iodine (preferably 
^2^). Such radiolabeled probes are conveniently synthesized by a radioisotope 
supplier specializing in custom synthesis of radiolabeled probe compounds. Such 
suppliers include Amersham Corporation, Arlington Heights, IL; Cambridge Isotope 
Laboratories, Inc. Andover, MA; SRI International, Menlo Park, CA; Wizard 
Laboratories, West Sacramento, CA; ChemSyn Laboratories, Lexena, KS; American 
Radiolabeled Chemicals, Inc., St. Louis, MO; and Moravek Biochemicals Inc., Brea, 
CA. 

Tritium labeled probe compounds are also conveniently prepared catalytically via 
platinum-catalyzed exchange in tritiated acetic acid, add-catafyzed exchange in 
tritiated trifluoroacetic acid, or heterogeneous-catalyzed exchange with tritium gas. 
Such preparations are also conveniently carried out as a custom radiolabeling by 
any of the suppliers listed in the preceding paragraph using the compound of the 
invention as substrate. In addition, certain precursors may be subjected to tritium- 
halogen exchange with tritium gas, tritium gas reduction of unsaturated bonds, or 
reduction using sodium borotritide, as appropriate. 

Example 15: Baculoviral Preparations (For C5a Expression! 

The hximan C5a (hC5a) receptor baculoviral expression vector was co- 
transfected along with BACULOGOLD DNA (BD PharMingen, San Diego, CA) into SJ9 
cells. The S^ cell culture supernatant was harvested three days post-transfection. 
The recombinant virus-containing supernatant was serially dUuted in Hink' s TNM- 
PH insect medium (JRH Biosciences, Kansas Cily) supplemented Grace's salts and 
with 4.1mM L-Qbi, 3.3 g/L LAH, 3.3 g/Lultrafiltered yeastolate and 10% heat- 
inactivated fetal bovine serum (hereinafter "insect medium") and plaque assayed for 
recombinant plaques. After four days, recombinant plaques were selected and 
harvested into 1 ml of insect medium for amplification. Each 1 ml volume of 
recombinant baculovirus (at passage 0) was used to infect a separate T25 flask 
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containing 2 x 10^ S/9 cells in 5 mis of insect medium. After five days of incubation 
at 27^C, supernatant medium was harvested from each of the T25 infections for use 
as passage 1 inoculum. 

Two of seven recombinant baculoviral clones were then chosen for a second roimd of 
amplification, using 1 ml of passage 1 stock to infect 1x10^ cells in 100 ml of 
insect medium divided into 2 T175 flasks. Forty-eight hours post infection, passage 
2 medium from each 100ml prep was harvested and plaque assayed for titer. The 
cell pellets from the second round of amplification were assayed by af£inity binding 
as described below to verify recombinant receptor expression. A third round of 
amplification was then initiated using a multiplicity of infection of 0. 1 to infect a liter 
of S/9 cells. Forty hours post-infection the supernatant medium was harvested to 
yield passEige 3 baculoviral stock. 

The remaining cell pellet is assayed for afGnity binding using the 'binding Assays" 
described by DeMartino et al., 1994, J. Biol. Chem. 269 #20, pp. 14446-14450 at 

page 14447, adapted as follows. Radioligand is 0.005-0. SOOnM [^^^I]C5a (human 

recombinant), New England Nuclear Corp., Boston, MA; the hC5a receptor- 
expressing baculoviral cells are used instead of 293 cells; the assay buffer contains 
50 mM Hepes pH, 7.6, 1 mM CaCl2, 5 mM MgCl2, 0.1% BSA, pH 7.4, 0.1 mM 
bacitracin, and 100 KlU/ml aprotinin; filtration is carried out using GF/C 
WHATMAN filters (presoaked in 1.0% polyethyeneimine for 2 hours prior to use); 
and the filters are washed twice with 5 mLs cold binding buffer without BSA, 
bacitracin, or aprotinin. 

Titer of the passage 3 baculoviral stock is determined by plaque assay and a 

multiplicity of infection, incubation time course, binding assay experiment is carried 

out to determine conditions for optimal receptor expression. 

A multiplicity of infection of 0. 1 and a 72-hour incubation were the best infection 

parameters found for hCSa receptor expression in up to 1 -liter S/9 cell infection 

cultures. 
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Example 16: Baciiloviral Infections 

Log-phase S/9 cells (INVITROGEN Corp., Carlsbad CA), are infected with one 
or more stocks of recombinant baculovirus followed by ciilturing in insect medium 
at 27^C. Infections are carried out either only with virus directing the expression of 
the hC5a receptor or with this virus in combination with three G-protein subimit- 
expression virus stocks: 1) rat Gai2 G-protein-encoding virus stock (BIOSIGNAL 
#V5J008), 2) bovine bl G-protein-encoding virus stock (BIOSIGNAL #V5H012), and 
3) human g2 G-protein-encoding virus stock (BIOSIGNAL #V6B003), which may be 
obtained firom BIOSIGNAL Inc., Montreal. 

The infections are conveniently carried out at a multiplicily of infection of 
0.1:1.0:0.5:0.5. At 72 hours post-infection, a sample of cell suspension is analyzed 
for viability by trypan blue dye exclusion, and the remaining SJ9 cells are harvested 

via centrifugation (3000 rpm/ 10 minutes/ 4^C). 

Example 17: Purified Recombinant Insect Cell Membranes 

cell pellets are resuspended in homogenization buffer (10 mM 
HEPES, 250 mM sucrose, 0.5 yg/ml leupeptin, 2 yg/ml Aprotinin, 200 yM PMSF, 
and 2.5 mM EDTA, pH 7.4) and homogenized using a POLYTRON homogenizer 
(setting 5 for 30 seconds). The homogenate is centrifuged (536 x g/ 10 minutes/ 

4^C) to pellet the nuclei. The supernatant containing isolated membranes is 

decanted to a* clean centrifuge tube, centrifuged (48,000 X g/ 30 minutes, 4°C) and 
the resulting pellet resuspended in 30 ml homogenization buffer. This 
centrifugation and resuspension step is repeated twice. The fmal pellet is 
resuspended in ice cold Dulbecco's PBS containing 5 mM EDTA and stored in frozen 

£diquots at -80^C until needed. The protein concentration of the resulting 
membrane preparation (hereinafter ''P2 membranes") is conveniently measured 
using a Bradford protein assay (Bio-Rad Laboratories, Hercules, CA). By this 
measure, a 1-liter culture of cells typically yields 100-150 mg of total membrane 
protein. 
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Example 18: Agonist-Induced GTP Binding 

Agonist-stimulated GTP-gaimna'^S binding ("GTP binding") activily can be 
used to identify agonist and antagonist compounds and to differentiate neutral 
antagonist compoiinds from those that possess inverse agonist activity. This activity 
can also be used to detect partial agonism mediated by antagonist compounds. A 
compound being analyzed in this assay is referred to herein as a "test compound." 
Agonist-stimulated GTP binding activity is measured as follows: Four independent 
baculoviral stocks (one directing the expression of the hC5a receptor and three 
directing the expression of each of the three subunits of a heterotrimeric G-protein) 
are used to infect a culture of Sf9 cells as described in Example 16. 

Agonist-stimulated GTP binding on purified membranes (prepared as 
described in Example 17) is assessed using hC5a (Sigma Chemical Co., St. Louis, 
Missouri, USA) as agonist in order to ascertain that the receptor/ G-protein-alpha- 
beta-gamma combination(s) yield a functional response as measured by GTP 
binding. 

P2 membranes are resuspended by Doimce homogenization (tight pestle) in 
GTP binding assay buffer (50 mM Tris pH 7.0, 120 mM NaCl, 2 mM MgC12, 2 mM 
EGTA, 0.1% BSA, 0.1 mM bacitracin, lOOKIU/mL aprotinin, 5 jiM GDP) and added 
to reaction tubes at a concentration of 30 ug protein/reaction tube. After adding 
increasing doses of the agonist hC5a at concentrations ranging from 10-^^ M to 10-^ 

M, reactions are initiated by the addition of 100 pM GTP gamma^S. In competition 
experiments, non-radiolabeled test compounds (e.g., compounds of the invention) 
are added to separate assays at concentrations ranging from 10-^° M to 10-^ M along 
with 10 nM hC5a to yield a final volume of 0.25 mL. 

Neutral antagonists are those test compounds that reduce the C5a- 
stimulated GTP binding activity towards, but not below, baseline (the level of GTP 
bound by membranes in this assay in the absence of added C5a or other agonist 
and in the further absence of any test compound). 
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In contrast, in the absence of added C5a certain preferred compoxmds of the 
invention will reduce the GTP binding activity of the receptor-containing membranes 
below baseline, and are thus characterized as inverse agonists. If a test compound 
that displays antagonist activity does not reduce the GTP binding activity below 
baseline in the absence of the C5a agonist, it is characterized as a neutral 
antagonist. 

An antagonist test compound elevates GTP binding activity above baseline in 
the absence of added hC5a in this GTP binding assay is characterized as having 
partial agonist activity. Preferred antagonist compoimds of the invention do not 
elevate GTP binding activity under such conditions more than 10% above baseline, 
preferably not more than 5% above baseline, and most preferably not more than 2% 
above baseline. 

Following a 60-ininute incubation at room temperature, the reactions are 
terminated by vacuum filtration over GF/C filters (pre-soaked in wash buffer, 0.1% 
BSA) followed by washing with ice-cold wash buffer (50 mM Tris pH 7.0, 120mM 
NaCl). The amoimt of receptor-bound (and thereby membrane-bound) 

GTP gamma^S is determined by measuring the bound radioactivity, preferably by 
liquid scintillation spectrometry of the washed filters. Non-specific binding is 
determined using 10 mM GTP gamma ^^S and typically represents less than 5 
percent of total binding. Data is expressed as percent above basal (baseline). The 
results of these GTP binding experiments may be conveniently analyzed using 
SIGMAPLOT software (SPSS Inc., Chicago, Illinois, USA). 

EXAMPLE 19 Calcium Mobilization Assays 

A. Response to C5a 

U937 cells are grown in differentiation media (1 mM dibutyrl cAMP in RPMI 
1640 medium containing 10% fetal bovine serum) for 48 hrs at 37 C then reseeded 
onto 96-well plates suitable for use in a FLIPR™ piate Reader (Molecxilar Devices 
Corp., Sunnyvale CA). Cells are grown an additional 24 hours (to 70-90% 
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confluence) before the assay. The cells are then washed once with Krebs Ringer 
solution. Fluo-3 calcium sensitive dye (Molecular Probes, Inc. Eugene, OR) is added 
to 10 ug/mL and incubated with the cells at room temperature for 1 to 2 hours. The 
96 well plates are then washed to remove excess dye. Fluorescence responses, 
measured by excitation at 480 nM and emission at 530 nM, are monitored upon the 
addition of human C5a to the cells to a final concentration of 0.01-30.0 nM, using 
the FLIPR™ device (Molecular Devices). Differentiated U937 cells typically exhibit 
signals of 5,000-50,000 Arbitrary Fluorescent Light Units in response to agonist 
stimulation. 

B. Assays for Determination of ATP ResTX)nses 

Differentiated U937 cells (prepared and tested as described above under "A. 
Response to CSa*^ are stimulated by the addition of ATP (rather than C5a) to a final 
concentration of 0.01 to 30 uM. This stimulation typically triggers a signal of 1,000 
to 12,000 arbitrary fluorescence light units. Certain preferred compounds of the 
invention produce less than a 10%, preferably less than a 5%, and most preferably 
less than a 2% alteration of this calcium mobilization signal when this control assay 
is carried out in the presence or absence of the compounds. 

C. Assays for th e Identification of Receptor Modulatory Agents: Antagonists 
and Agonists 

Those of skill in the art will recognize that the calcium mobilization assay 
described above may be readily adapted for identifying test compounds as having 
agonist or antagonist activity, at the hiiman C5a receptor. 

For example, in order to identify antagonist compounds, differentiated U937 
cells are washed and incubated with Fluo-3 dye as described above. One hour prior 
to measuring the fluorescence signal, a subset of the cells is incubated with a 1 M 
concentration of at least one compound to be tested. The fluorescence response 
upon the subsequent addition of 0.3 nM (final concentration) human recombinant 
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C5a is monitored using the FLIPR™ plate reader. Antagonist compo\mds elicit at 
least a 2-fold decrease in the fluorescence response relative to that zaeasured in the 
presence of human C5a alone. Preferred ants^onist compounds eUcit at least a 5- 
fold, preferably at least a 10-fold, and more preferably at least a 20-fold decrease in 
the fluorescence response relative to that measured in the presence of human C5a 
alone. Agonist compounds elicit an increase in fluorescence without the addition of 
C5a, which increase will be at least partially blocked by a known C5a receptor 
antagonist. 

Example 20. Assays to evaluate agonist activity of small molecule C5a receptor 
antagonists 

Preferred compounds of the invention are C5a receptor antagonists that do 
not possess significant (e.g., greater than 5%) agonist activity in any of the C5a 
mediated functional assays discussed herein. Specifically, this undesired agonist 
activity can be evaluated, for example, in the GTP binding assay of Example 18, by 
measuring small molecule mediated GTP binding in the absence of the natural 
agonist, C5a. Similarly, in a calciimi mobilization assay e.g., that of Eixample 19, a 
small molecule compound can be directly assayed for the ability of the compound to 
stimulate calcium levels in the absence of the natural s^onist, C5a. The preferred 
extent of C5a agonist activity exhibited by compoimds of the invention is less than 
10%, more preferably less than 5% and most preferably less than 2% of the 
response elicited by the natural agonist, C5a. 
EXAMPLE 21. E)xDression of a C5a receptor 

A human C5a receptor cDNA was obtained by PGR using 1) a forward primer 
adding a Kozak ribosome binding site and 2) a reverse primer that added no 
additional sequence, and 3) an aliquot of a Stratagene Human Petal Brain cDNA 
library as template. The sequence of the resulting PGR product is set forth as SEQ 
ID N0:1. The PGR product was subcloned into the cloning vector pCR-Script AMP 
(STRATAGENE, La Jolla,GA) at the Srf I site. It was then excised using the 
restriction enemies EcoRI and Not! and subcloned in the appropriate orientation for 
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expression into the baculoviral expression vector pBacPAK 9 (CLONTECH, Palo Alto, 
CA) that had been digested with EcoRI and Notl. 

As set forth in the tables appended hereto, R groups do not necessarily 
correlate with those R groups shown in the text of the specification or in the claims. 

The following table 1 (204-313) is a Hst of preferred 1,2,5 substituted 
imidazoles of the present invention; 

The following table 2 (314-419) is a list of preferred 1,2,4,5 substituted 
imidazoles of the present invention; 

The following table 3 (420-421) is a list of preferred pyrazoles of the present 
invention; 

The following table 4 (422-423) is another list of preferred 1,2,4,5 substituted 
imidazoles of the present invention; 

The following table 5 (424-456) is a. list of preferred amides of the present 
invention; and 

The following table 6 (457-458) is a list of preferred amides of the present 
invention. 

Additional Aspects of Preferred Compoimds of the Invention 

The most preferred compounds of the invention are suitable for 
pharmaceuticed use in treating hximan patients. Accordingly, such preferred 
compoimds do not exhibit single or multiple dose acute or long-term toxicity, 
mutagenidly (e.g., as determined in a bacterial reverse mutation assay such as an 
Ames test), teratogenicity, tumorogenicity, or the like, and rarely tri^er adverse 
effects (side effects) when administered at therapeutically effective dosages. For 
example, preferred compounds of the invention will not prolong heart QT intervals 
(e.g., as determined by electrocardiography, e.g., in guinea pigs, minipigs or dogs). 
Therapeutically effective doses or concentrations of such compounds do not cause 
liver enlai^ement when fed to or injected into laboratory animals (e.g., mice or rats) 
and do not promote the release of liver enaymes (e.g., ALT, LDH, or AST) from 
hepatocytes in vitro or in vivo. 
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Because side effects are often due to undesirable receptor activation or 
antagonism, preferred compounds of the invention exert their receptor-modulatory 
effects with high spedficily. This means that they only bind to, activate, or inhibit 
the activity of certain receptors other than C5a receptors with affinity constants of 
greater than 100 nanomolar, preferably greater than 1 micromolar, more preferably 
greater than 10 micromolar and most preferably greater than 100 micromolar. Such 
receptors preferably are selected from neurotransmitter receptors such as alpha- or 
beta-adrenergic receptors, muscarinic receptors (particularly ml, m2, or m3 
receptors), dopamine receptors, and metabotropic glutamate receptors; and also 
include histamine receptors and cytokine receptors, e.g., interleukin receptors, 
particularly lL-8 receptors. Such receptors may also include GABAA receptors, 
bioactive peptide receptors (other than C5a receptors, including NPY or VIP 
receptors), neurokinin receptors, bradykinin receptors, hormone receptors (e.g., CRF 
receptors, thyrotropin releasing hormone receptors, or melanocyte-concentrating 
hormone receptors). 

Additionally, preferred compounds of the invention do not inhibit or induce 
microsomal cytochrome P450 enzyme activities, such as CYP1A2 activity, CYP2A6 
activity, CYP2C9 activity, CYP2C19 activity, CYP2D6 activity, CYP2E1 activity, or 
CYP3A4 activity. Preferred compounds of the invention also do not exhibit 
cytotoxicity in vitro or in vivo, are not clastogenic, e.g., as determined using a mouse 
erythrocyte precursor cell micronucleus assay, an Ames micronucleus assay, a 
spiral micronucleus assay, or the like and do not induce sister chromatid exchange, 
e.g., in Chinese hamster ovary cells. 

Highly preferred C5a receptor antagonist compounds of the invention also 
inhibit the occurrence of C5a-induced oxidative burst (OB) in inflammatory cells, 
e.g., neutrophil, as can be convenientiy determined using an in vitro neutrophil OB 
assay. 

Initial characterization of preferred compounds of the invention can be 
convenientiy carried out using a C5a receptor binding assay or fimctional assay, 
such as set forth in the Examples, and may be expedited applying such assays in 



202 



wo 02/49993 



PCTAJSOO/26816 



a high throughput screening setting. 

The following Tables depict further preferred compounds of the invention. In 
those Tables, the vriable X indicates the pouint of attachment of the specified moiety 
to the structure shown at the top of the Table. 
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CLAIMS 

What is claimed is; 

1. A carbon-containing compound 

i) having a molecular mass of less than 700 amu; 

ii) that is nonpeptidic and ndn-peptidomimetic; 

iii) that exhibits C5a ante^onist activity with an ICso of less than 200 nM in 
an assay of C5a mediated chemotaxis or calcium mobilization; and 

iv) that exhibits less than 10% agonist activity in a GTP binding assay. 



2. A compound according to claim 1, which contains one or more heteroaiyl 

rings. 

3. A compound according to Claim 1 of the formula: 



A 




ARl and AR2 are independently carbocyclic aryl or heteroaiyl; 

LIP represents an alkyl, cycloallgrl, carbocyclic aiyl, heteroaiyl, or arylallQrl; 

A is oxygen or nitrogen; 

di represents the distance between A and the geometric center of ARl and is 

between 3 and 6 angstroms in at least one enei^etically accessible conformer 
of the compound; 

da represents the distance between A and the geometric center of AR2 and is 

between 5 and 10 angstroms in at least one energetically accessible 

conformer of the compound; and 
da represents the distance between A and the neeu^st atom of LIP and is between 3 

and 6 angstroms in at least one energetically accessible conformer of the 

compound. 
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4. A compound of claim 1, 2 or 3 that is an optionally substituted 
aiylimidazole, an optionally substituted aiylpjnidyl, an optionally substituted aiyl- 
substituted cycloalkylimidazole, an optionally substituted arylpyrazole, an optionally 
substituted benzimidazole» an optionally substituted aiyl-substituted 
tetrahydroisoquinoline.or an optionally substituted biaiyl carboxamide. 

5. A compoimd of the formula: 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, 
wherein: 

the ring system represented by HWT is any optionally substituted heterocyde 

comprising a nitrogen or oiiygen that can act as a hydorgen bond acceptor; 
Y is N or CH; 

m is 0, 1, or 2; 

Ra, RsA, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, C3ranOy nitro, haloalkyl, sJkaxy, mono- or dialkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycIoalkyl)alkyl; 

is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl each of which may be 
optionsdly substituted; or ^ 
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R4 is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroacyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

An and Ar2 are independently optionally substituted carbocyclic aiyl» optionally 
substituted aiylalkyl, optional^ substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

Rs and R9 are independently chosen from H or optionally substituted all<yl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, (cycloalkyl)aUQrl, haloalkyl, or the like. 

6. A compound of the formula: 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, 
wherein: 
misO, 1, or 2; 
nisOor 1, 

X and Xi are independently chosen from C and N, 
X2 is C-Ri or N, 
X3 is C-R or N, 

R and Ri are independently chosen from hydrogen, hydroxy, halogen, amino, cyano, 
nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted alkyl, 
optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, optionally substituted (cycloalkyl)alkyl. 
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optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, R3, RsA, R5, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloallQ^l, alkoxy, mono- or diallQrlamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
all^yl> optionally substituted cycloalliyl, and optionally substituted 
(cycloalkyl)alkyl; 

when n is 0, Ri and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 

each of which may be optionally substituted; 
when n is 1, R and Rsmay be joined to form a qj^cloalkyl or heterocycloalkyl ring, 

each of which may be optionally substituted; 
R4 is alkyl, alkenyl, eJkynyl, cjrcloalkyl, (c^cloalkyl)allQrl each of which may be 

optionally substituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted aiylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 

substituted aiylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

Ra and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, (cycloallQrl)alkyl, haloall^l, or the like. 

7. A compound of the formula: 
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R9 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, 

wherein: 

m is 0, 1, or 2; 

X2 is C-Ri or N, 

X3 is C-R or N, 

R and Ri are independently chosen from hydrogen, hydropsy, halogen, amino, cyano, 
nitro, haloalkyl, alkoay, mono- or dialkylamino, optionally substituted alkyl, 
optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, optionally substituted (cycloalkyl)alkyl, 
optionally substituted carbopyclic aiyl, optionally substituted azylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2, R3, RsA, R5, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloall^rl, alkoscy, mono- or dialkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloall<yl)alkyl; 

R and R3 may be joined to form a cycloaUQrl or heterocycloalkyl ring, each of which 

may be optionally substituted; 
R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (qrcloallcyl)alkyl each of which may be 

optionally substituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
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Ari and Ar2 are independentiy optionally substituted carbocyclic aryl, optionally 
substituted aiylalkyl, optionally substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

Rs and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycLoslkyl, (cycloalkyljallqrl, haloalkyl, or the like. 



8. A compound of the formula: 




or a pharmaceutically acceptable salt, prodrug or hydrate thereof, 
wherein: 

the ring system represented by 

is a 5 to 7 membered heterocycle that may be either aromatic or partially 

tmsaturated; 

X is N or C; 

Y is N or CH; 

nis 0, l,or2; 

mis 0, l,or2; 

R and Ri are independently chosen from hydrogen, hydroxy, halogen, amino, cyano, 
nitro, haloalkyl, alko^gr, mono- or dialkylamino, optionally substituted alkyl, 
optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, optionally substituted (cycloallq^l)alkyI, 
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optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 
optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, R3, R3A, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloallgrl, alkoxy, mono- or dialkylamino, optionally 
substituted allgrl, optionally substituted alkenyl, optionally substituted 
alliynyl, optionally substituted cycloallq^l, and optionally substituted 
(cycloalkyl)alk/l; 

when n is 0, Ri and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 

each of which may be optionally substituted; 
when n is 1| R and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 

each of which may be optionally substituted; 
R4 is alkyl, alkenyl, allQmyl, c^doalkyl, (cydoalkyljalkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted aiylalkyl, 

optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari and Ara are independently optionally substituted carbocyclic azyl, optionally 
substituted arylalkyl, optionally substituted heteroaiyl or heteroalipyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 



9. A compound according to Claim 8, wherein 
R and Ri are independendently selected &om 

i) hydrogen, halogen, hydroxy, amino, alkosQr, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, allQaiyl, cycloalkyl, and (cydoalkyljalkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifLuoromethyl, triiluoromethoxy, haloallgrl, hydroxy, acetoxy, alkoxy, amino, 
and mono- or diaUQrlamino, 
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iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl^ hydroxy , acetoxy, 
alkyl, alkenyl, aUgmyl, alkoxy, amino, and mono- or dialkylamino; 
Rais hydrogen, hydroxy, halogen, amino, cyano, nitro, or haloalkyl, or 
Ra is alkoxy, mono- or dialkylamino, alkyl, alkenyl, aUqmyl or (cycloalkyl)alkyl, each 
of which may be unsubstituted or substituted by one or more of halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
alkoxy, amino, and mono- or diallQrlamino; 
R3, R3A, Rs, and Re are independently selected from 

i) hydrogen, halogen, hydroxy, amino, elkoxy, mono- or diaUcylamuio, cy^ano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, qrano, 
trifluoromethyl, trifluorometho^, haloall^l, hydroxy, acetoxy, allsoxy, amino, 
and mono- or diallQrlamino; 

when n is 0, Ri and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 
each of which may be unsubstituted or substituted with one or more 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, adkyl, alkenyl, alkynyl, alkoxy, 
amino, mono- or dialkylamino; 

when n is 1, R and R3 may be joined to form a cycloalkyl or heterocycloalkyl ring, 
each of which may be unsubstituted or substituted with one or more 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)allQrl, each of which may be 
unsubstituted or substituted with 
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one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alley], alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; or 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
P5m:olyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, tnazolyl, tetrazolyl, pyridyl» pyrimidyl, 
pyrasdnyl, benzimidazolyl, naphthyl, indolyl, indaciyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano^ trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetosQr, sUkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, carbo3cylic add, esters of carboxylic acids, aminocarbonyl, 
mono or dialkylaminocarbonyl, N-allqrlsulfonylaminocarbonyl, l^azetidinyl, 
1-pyrrolidinyl, and 1-piperidyl; or 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^, haloalkyl, hydroxy, acetoxy, allgrl, alkenyl, 
alkynyl, alkoxy, amiao, and mono- or dialkylamino; and 
An and Ara are independently chosen from 

i) phenyl, ethylenedio^^henyl, methylenedio^^henyl, phenylalkyl, chromanyl, 
pjoTolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazol/1, isothiazolyl, 
oxazofyl, isoxazolyl, oxadiazofyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl. 
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ciimolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alko3cy, sunino, mono- or 
dialkylamino, carbo^lic add, esters of ceu-boxylic acids, aminocarbonyl, 
mono or diallQrlaminocarbonyl, N-alkylsulfonylaminocarbonyl, 1-azetidinyl, 
1-pyrrolidinyl, and 1-piperidyI, and 
ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, c^ano, 
trifluoromethyl, trifluorometho:^, haloalkyl, hydro^Qr, acetoxy, allgrl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino. 

10. A compound according to Claim 8, wherein 
R and Ri are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alko^gr, mono- or di(Ci- 
CG)a]kylamino, cyanoy nitro, haloalkyl, and 

ii) Ci-Cs aUqrl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Cs cycloallQrl, and (C3- 
C8)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of hsdogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino, 

iii) phenyl, p3mrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazofyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
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Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(C 1- Ce) alkylamino; 
when n is 0, Ri and R3 may be joined to form a Ca-Cs cycloalkyl or Ca-Cs 

heterocycloalkyl ring, each of which may be nnsubstituted or substituted 
with one or more substituents selected from halogen, nitro, qyano, 
trifluoromethyl, trifluoromethoxy, haloallcyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

when n is 1, R and R3 may be joined to form a Ca-Cg cycloalkyl or Ca-Cs 

heterocycloallQrl ring, each of which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallgrl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

R2 is hydrogen, hydroxy, halogen, amino, cyano, nitro, or haloalkyl, 
Ra is alkoxy, mono- or di(Ci-C6)alkylamino, Ci-Ce alkyl, Ca-Cealkenyl, Ca-Ce alkynyl 
or (Ca-Cscycloalkyl) Ci-CaallQrl, each of which may be unsubstituted or 
substituted by one or more of halogen, nitro, cjrano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; 
Ra, RaA, Rs, and Re are independently selected from 

i) hydrogen, halogen, hydroj^, amino, Ci-Ce alkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloallgrl, and 

ii) Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce allgmyl, Ca-Cg cycloalkyl, and (Ca-Cs 
cycloalkyl) C1-C3 allcyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, Ci-Ce alkoscy, amino, mono- or di(Ci- 
Cejalkylamino; 

R4 is Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ca-Ca cycloalkyl, (Ca-Cs cycloalkyl) Ci- 
Ca alkyl, each of which may be imsubstituted or substituted with 
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one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^^, haloalJsyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Cx-Ce alkoxy, eunino, and mono- or di(Ci- 
Celalkylaxnino; or 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pjniinidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofaranyl, benzo[b]thiophenyI, benzodioxainyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
ciimolinyl, qxiinazolinyl, or qiiinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho^Qr, haloallgrl, 
hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino, carboxylic acid, esters of carbo:?g^lic 
acids, smiinocarbonyl, mono or di(Ci-C6)allQrlaminocarbonyl, 
N-( Ci-C6)allQrlsulfonylaxiiinoc£u:bonyl, 1-azetidinyl, l^pyrrolidinyl, and 1- 
piperidyl; or 

R4 is a bicyclic o^gen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyanp, 
trifluoromethyl, tniluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; and 
Ari and Arg are independently chosen from phenyl, ethylenedioxyphenyl, 

methylenedioxyphenyl, phenyl(Ci-C4) alkyl, chromanyl, pyrrolyl, furanyl, 
thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, 
oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pjrrimidyl, pyrazinyl, benzimidazolyl. 
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naphthyl, indolyl, indanyl, isoindolyl, benzofuranyl, isobenzofuranyl, 



benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, cinnolinyl, quinazolinyl, or 
quinoxalinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C6)al3<ylamino, carboxylic acid, esters of carboxylic acids, aminocarbonyl, 
mono or di(Ci-C6)alkylaminocarbonyl, N-(Ci-C6)alkylsulfonylaminocarbonyl, 
1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl; and 
ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifLuoromethoj^r, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyrl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Cg alko3Qr, amino, and mono- or di(Ci- 
C6)allQrla]nino. 

11. A compound according to Claim 8 of the formida: 





wherein: 



X and Xi are independently chosen from C and N; 



X2 is C-Ri or N; 



m, Ari, Ar2, Ri, R2, R3, Rsa, R4, Rs, and Re are as defined in Claim 8; 
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Rs and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally 
substituted cycloalkyl, (cycloalkyl)alkyl, haloallgrl, or the like. 



12. A compound of the formula: 



wherein: 
mis 0, 1, or 2; 

Ri is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, 
alko^QT, mono- or dialkylamino, optionally substituted alkyl, optionally 
substituted alkenyl, optionally substituted alkynyl, optionally substituted 
cycloalkyl, optionally substituted (cycloalkyljalkyl, 
optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 
optionally substituted heteroaryl or heteroalicycHc group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 is chosen &om optionally substituted Ci-Cs all^l, optionally substituted Cs-Cs 
cycloalkyl, optionally substituted C3-C8 cycloalkyl(Ci-C8)alkyl, optionally 
substituted Ca-Cs alkenyl, optionally substituted C2-C8 alkynyl, haloalkyl, 
aminoallq^l, each of which may be unsubstituted or preferrably substituted 
with one or more substituents selected from 0x0 (e.g. carbonyl), hydroxy, 
alkoxy, amide, ester, cyano, aceto?^ or nitro. 

R3> R3A) Rsy and Re are independently selected from hydrogen, hydro3^, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 
substituted allqrl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(<^cloalkyl)alkyl; 
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Ri and R3 may be joined to form a cycloalkyl or heteroqycloalkyl ring, each of which 

may be optionally substituted; 
R4 is alkyl, alkenyl, allQTiyl, qycloalkyl, (cycloallcyl)alkyl each of which may be 

optionally substituted; or 
R4 is optionally substituted carbocyclic axyl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroadicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 
Ati and Ar2 are independently optionally substituted carbocyclic aryl, optionally 

substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic 

group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 

heteroatoms. 

13. A compound according to Claim 12 of the formula: 



wherein: 

Ri is hydrogen, C1-C7 slkyl, halogen or phenyl optionally substituted with Ci-Ce 

allcyl, Ci-Ce alkoK^, halogen, hydroxy, amino, or mono- or di(Ci-C6)alkylamino; 
R2 is Ci-Cs alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or C1-C7 alkyl. 




wherein m, Ari, Ar2, Ri, R2, R3* and R4 are as defined in Claim 12. 



14. A compound according to Claim 12 of the formula: 
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15. A compound according to Claim 12 of the fonniila: 




r 



R4 



ATI 



Ar2 



wherein: 



Ari is phenyl, ethylenedio^grphenyl, methylenedioxyphenyl, phenylalkyl, thienyl, 
imidazolyl, pyridyl, pyrimidyl, benzodioxinyl, benzodioxolyl, each of which 
may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alko:!^, amino, mono- or di(Ci-C6)alkylamino; 

Ar2 is defbaed as in Cledm 12; 

Ri is hydrogen, C1-C7 alkyl, halogen or phenyl optionally substituted with Ci-Ce 

alkyl, Ci-Ce alko^^r, halogen, hydroxy, amino, or mono- or di(Ci-C6)alkylamino; 
R2 is Ci-Ca alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or C1-C7 slkyl; and 

R4 is Ci-Cs alkyl, Ca-Cs cycloalkyl, or (Ca-Ca cycloallqrl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
firom halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-C6)aliylamino. 

16. A compound according to Claim 12 of the formula: 




R2 



wherein: 
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Ari is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, thienyl, 
imidazolyl, pyridyl, pyrimidyl, benzodioxinyl, benzodioxolyl, each of which 
may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitre, cyano, trifluoromethyl, 
trifluorometho3Ky, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; 

Ar2 is defined as in Claim 12; 

Ri is hydrogen, C1-C7 alkyl, halogen or phenyl optionally substituted with Ci-Ce 

alkyl, Ci-Ce alkoxy, halogen, hydroxy, amino, or mono- or di(Ci-C6)alkylamino; 
Ra is Ci-Ca alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or C1-C7 alkyl; and 

R4 is phenyl, ethylenedioscyphenyl, methylenedioxjrphenyl, phenyl(Ci-C4)allqrl, 
chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothisizolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, p3Trazinyl, benzimidazolyl, naphtiiyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independentiy selected 
from halogen, nitro, cyano, trifluoromethyl, triiluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino; or 

R4is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-C© alkynyl, Ci-Cc alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino. 
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17. A compound according to Claim 12 of the formula: 




wherein: 

Ari is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, thienyl, or 
pyridyl, each of which may be optionally substituted or substituted with up 
to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acet03cy, Ci-Ce alkyl, 
C2-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci^ 
C6)alkylamino; 

Ar2 is defined as in Claim 12; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

Ra is Ca-Cs alkyl or Ca-Cs cycloalkyl; and 

R3 is hydrogen or methyl; and 

R4 is Ci-Cs alkyl, Ca-Cs qycloaUQrl, or (Cs-Cs cycloalkyl) C1-C3 alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloaUQrl, 
hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-C6)alkylamino. 

18. A compound according to Claim 12 of the formula: 




wherein: 
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Ari is phenyl, ethylenedioxyphenyl, methylenedioj^henyl, phenylalkyl, thienyl, or 
pyridyl, each of which may be optionally substituted or substituted with up 
to fotir groups independently selected firom halogen, nitro, cyano, 
trifluoromethyl, triiluoromethoxy, haloallg^l, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Cx- 
Csjalkylamino; 

Ar2 is defined as in Claim 12; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is C3-C8 alkyl or Cs-Cs cycloalkyl; and 

R3 is hydrogen or methyl; and 

R4 is phenyl, ethylenedioxyphenyl, methylenedio^Tphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl, 
benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, benz[d]isoxa;5olyl, 
quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, each of which may be 
optionally substituted or substituted with up to four groups independentiy 
selected from halogen, nitro, cyano, tnfluoromethyl, trifluoromethoxy, 
haloalkyl, hydros, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)all^laniino; or 

R4 is a birdie osgrgen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cg alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino. 

19. A compound according to Claim 12 of the formula: 
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r 



R4 



Ar2 



wherein: 



Ati is phenyl, ethylenedio3cyphenyl, methylenedioxyphenyl, phenylalkyl, thienyl, or 
pyridyl, each of which may be optionally substituted or substituted with up 
to four groups independentiy selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Cg-Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

Ar2 is chosen from phenyl, phenyl(Ci-C4)allQrl, thienyl, p3rridyl, pyrimidyl, pyrazinyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benzfdjisoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independentiy selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(CrC6)alkylamino, carbo^lic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)all^laminocarbonyl, N-(CrC6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; or 

Ar2 is a bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoscy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-CG alkenyl, C2-C6 all^yl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 
Ri is hydrogen, metiiyl, ethyl, or phenyl; 
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Ra is Ca-Cs alkyl or Ca-Cs cycloalkyl; and 
R3 is hydrogen or methyl; and 

R4 is Ci-Cs alkyl, Ca-Cs cycloalkyl, or (Ca-Cs cycloalkyl) Ci-Ca alkyl, each of which 

may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho^, haloalkyl, 
hydroxy, acetoay, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 allgmyl, Ci-Ce alkoxy, 
amino, and mono- or di(Ci-C6)allgrlamino. 

20. A compound according to Claim 12 of the formula: 



Ari is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, or pyridyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino; 

Ar2 is chosen from phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogpn, nitro, cyano, trifluoromethyl, 
trifluoromethosqr, haloallqrl, hydroxsr, acetoxjr, Ci-Ce aUqrl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, carbojcylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-(Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; or 




'2 



wherein: 
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Ar2 is a bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca-Cealkenyl, C2-C6 allQTiyl, Ci-Ce alko^^r, amino, and mono- or di(Cx- 
Celalkylamino; 

Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is C3-C8 alkyl or Ca-Cs cycloalkyl; and 

R3 is hydrogen or methyl; and 

R4 is phenyl, ethylenedioxyphenyl, methylenediojgrphenyl, phenyl(Ci-C4)allcyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, indolyl, indanyl, 
benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, benz[d]isoxa2olyl, 
quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, triiluorometho^Qr, 
haloalkyl, hydros, aceto:^, Ci-Ce aXkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylELmino; or 

R4 is a bicyclic o:^gen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino. 

21. A compound according to Claim 12 of the formula: 
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R4 



Arv 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
An is phenyl, ethylenedio3cyphenyl, methylenediojcyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, or pyridyl, each of which may be optionally substituted or 
substituted with up to four groups independent^ selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino; 
Ar2 is a bicyclic o^Qrgen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloedkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Cs-Ce allsynyl, Ci-Ce alkoay, amino, and mono- or di(Ci- 
Cejalkylamino; 
Ri is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, Cg-Cs alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (C3- 
Cajcycloalkyl) C1-C3 alkyl, each of which may be imsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethos^, 
haloalltyl, hydroxy, aceto^, alkoxy, amino, £Uid mono- or di(Ci- 
Cejalkylamino; or 

Ri is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
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pjo^inyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
tiifluoromethyl, trifluorometho3£y, haloalkyl, hydroxy, acetojcy, Ci-Cs alkyl, 
C2-C6 alkenyl, C2-C6 allqmyl, Ci-Ce alkojqr, amino, and mono- or di(Ci- 
C6)allQrlamino; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydro:!gr, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (Ca-Ca 
pycloalkyl) Cx-Cs alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloall^l, hydroxy, aceto^^r, Ci-Ce alko^, amino, mono- or di(Ci- 
C6)aUQflamino; and 

R4 is Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Ca cycloalkyl, (Ca-Ca cycloalkyl) Ci- 
Ca alkyl, each of which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alk/l, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; or 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxjrphenyl, phenyl(Ci-C4)alkyl, 
chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pjnminyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
dnnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto3cy, Ci-Ce allgrl, C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy. 
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amino, mono- or di(Ci-C6)alkylainino, carboxylic acid, esters of carbo^cylic 
acids, aminocarbonyl, mono or di(Ci-C6)all:tylaminocarbonyl, 
N-( Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, and 1- 
piperidyl; or 

R4is a bicyclic osygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

22. A compound according to Claim 21, wherein the compound exhibits an 
IC50 of luM or less in an assay of C5a mediated chemotaxis or calcitmi mobilization. 

23. A compound according to Claim 21, wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is C3-C8 allcyl or Ca-Cs cycloaJkyl; 
R3 is hydrogen or methyl; and 

R4is Qi-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (Ca-Cg cycloalkyl) Ci- 
C3 alkyl, each of which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

24. A compound according to Claim 21, wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 

R2 is Ca-Cs alkyl or Ca-Cs cycloalkyl; 
Ra is hydrogen or methyl; and 
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R4is Ci-Csalkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Cg cycloalljyl, (Ca-Cg cycloailkyl) Ci- 
C3 alkyl, each of which may be vmsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, triiluoromethyl, 
trifluorometho^, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, Ca- 
Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)allQrlamino. 

25. A compound according to Claim 21, wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 
R2 is Cs-Cg alkyl or Ca-Cg cycloalkyl; 
R3 is hydrogen or methyl; and 

R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[bJthiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazolyl, quinolinyl, isoquinolinyl, qiiinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifLuoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetosgr, Ci-Ce allqrl, C2-C6 alkenyl, C2- 
Ce alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino. 



26. A compound according to Claim 21, wherein: 
Ri is hydrogen, methyl, ethyl, or phenyl; 
R2 is Cg-Cg alkyl or Cg-Cg cycloalkyl; 
Ra is hydrogen or methyl; and 

R4 is a bicyclic oxygen-containing group of the formxila: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3cy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce allgaiyl, Ci-Cg alkoxy, amino, and mono- or di(Cr 
C6)allQrlamino. 
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27. A compound of the formula: 




or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
n is an integer from 0 to 3; and 

Ra is chosen from optionally substituted Ci-Cs alkyl, optionally substituted Cs-Cs 
cycloalkyl, optionally substituted Ca-Cs cycloalkyl(Ci-C8)alkyl, optionally 
substituted C2-C8 alkenyl, optionally substituted C2-C8 alkynyl, haloalkyl, 
aminoall^l, each of which may be unsubstituted or preferrably substituted 
with one or more substituents selected from 0x0 (e.g.- carbonyl), hydroxy, 
alkoxy, amide, ester, cyano, acetoxy or nitro. 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl, haloalkyl, each or which may 

be substituted or luisubstituted; or 
R4 is optionally substituted carbocyclic aryl, optionally substituted arylslkyl, or an 

optionally substituted heteroaromatic or heteroali<^clic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 
R3 and RsA are the same or different and represent hydrogen or alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

R5 and Re are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alko3cy; or 
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Rs and Re^ taken together with the carbon atom to which they are attached form a 

cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydros, alkyl, and alkoxy; 
R7 represents hydrogen or allcyl; 
Ari is ethylenedioxyphenyl, methylenedio^grphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, or an optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 



28. A compound according to Claim 27, wherein: 
n, R2, R3, RsA, Rs, Re, Rsa, Reai and R? are defined as in Claim 27, and 
R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl) alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho:^, haloallQrl, 
hydroscy, acetosy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofixranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazplyl, quinolinyl, isoqtdnolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carbo:i^lic acid, esters of carbosylic acids, 
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aminocarbonyl, mono or dialkylaxninocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl and- 
X4RB, wherein X4 and Rb are as defined below; or 
R4 is a bicydic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitre, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedio3Q^henyl, methylenedio^iJhenyl, or; 

Ari and Ara are independently chosen from " ' ' ' 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, fiiranyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl; oxadiazotyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazblyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl^ alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxyHc acid, esters of carbo^^lic adds, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl and - 
X^Rsf wherein X4 and Re are as defined below;, and 

ii) bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
aUQoiyl, alko^, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-. -C(=0)NHS(0)m-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic all^^l groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substi^ent(s) selected from: 
0x0, hydroxy, -O(alkyl), -NH(kityl), 
-.N(alkyl)(alkyl), -NHC(O) (alkyl), -N(allQ^l)C(0)(alIq^l), -NHS(0)x(alkyl), -S(0)x(alkyl), - 
S(0)xNH(alkyl), -S(0)xN(al]qrl)(allQrl), (where x is 0, 1, or 2). 

29. A compound according to Claim 27, wherein: 
n and R2 are defined as in Claim 27, and 
R3 and RsA are the same or different and repreiseht hydrogen or 
Ci-Ce alltyl; or 

R3 and R3A, taken together with the carbon atom to which they sire attached, form a 

C3-8 cycloalkyl ring; ' ' 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, Ci-Ce 

alkyl, or Ci-Ce alko:^; or 
Rs and Re, taken together with the carbon atoin to which they are attached form a 

C3-8 cycloalkyl ring; 

Rsa and Reb are the same or different, and are independently selected at each 
occurrence from hydrogen, halogen, hydroxy; Ci-Ce alkyl, and Ci-Ce alkoxy; 
R4 is hydrogen or 
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Ci-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, Ca-scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 



haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifLuoromethoxy, haloaUqyl, hydro:^, acetoxy, Ci-Ce alkyl, C2^ alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenediojcyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pjoBZolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, p3aimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzolbjthiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinoHnyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)aIkylamino, amino(Ci-C6)alkoxy, carboxylic jacid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
XaRb, wherein X4 and Rb are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedio:^phenyl, methylenedioxyphenyl; 

An and Ara are independently chosen from 
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i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, ixnidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, beiiz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, halosdkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)allQ^lamino, amino(Ci-C6)alkoxy, carbo^Qrlic acid, esters of 
carboxylic adds, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)allQrlsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, l-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 

ii) bicyclic o^gen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alko3^, amino, and mono- or di(Ci- 
Celalkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -O-, -S(0)m-. -NH-. -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(-O)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)ni-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc» which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
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substituted with one or more substituent(s) selected from: 
oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 allsyl)(Ci-C6 all^l), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C{0)(Ci-6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)kNH(Ci-C6 aUtyl), -S(0)xN(Ci-C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 



30. A compound according to Claim 27, wherein 
n, Ra, R3, R3A, Rs, Re, Rsa, Rea, and R? are as defined in Claim 27, 
R4 is hydrogen or 

Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 allgrnyl, Ca-Cscycloalkyl, (Cs-Cscycloalkyl) 
Ci-C4alkyl, haloall^rl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, naphthyl, thienyl, pyridyl, 
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indofyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Cg alkoxy, amino, mono- or di(Ci-C6)alkylamino, aniino(Ci- 
C6)alkosy, carboxyHc acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl, -X4RB, wherein X4 and Rb are as 
defined below; or 

Rfis a bic^clic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, thienyl, or pyridyl, 
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of which is 
unsubstituted or substituted with up to four substituents independently 
selected from: 



halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto^, C1-C6 alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carbo^Hc acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl, and -X4RB, wherein X4 and Rb are 
as defined below; 



Ar2 is phenyl, naphthyl, thienyl, pyridyl, pyrimidyl, dihydrobenzofuranyl, fursmyl, 
benzodioxanyl, indolyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3cy, acetoxy, 
C1-C6 alkyl, C2-Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, amino (Ci-Ce) alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
CelallQrlsulfonylaminocarbonyl, l-azetidinyl, l-pyrrolidinyl, 1-piperidyl, and - 
X4RB, wherein X4 and Rb are as defined below; or 

Ar2 is a bicyclic oxygen-containing group of the formula: 
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wherein Ra' represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alky^l, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Celalkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH3-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-. -C(=0)NH-, -C(«=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(-0)-. 

-NRcC{=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and '-NRcS(0)m- (where m is 0, 1, or 2); 

and 

Rb and Re, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alltyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydrojQT, -0(Ci-C6 alkyl), -NH(CrC6 alkyl), 
-N(Ci-C6 alkyl)(CrC6 alltyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci-C6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S{0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Cx-C6 alkyl)(Ci-C6 alkyl), (where x is 
0, 1, or 2). 

31. A compound according to Claim 30 wherein: 

R3 and R4 are the same or different and represent hydrogen or methyl; 
Rs and Re are the same or different and represent hydrogen or methyl; and 
Rsa and Rea are the same or different, and are independentlty selected at each 
occxirrence from hydrogen and methyl. 

32. A compound according to Claim 30 wherein: 
R3 and R4 are hydrogen; 

Rs and Re are the same or different and represent hydrogen or methyl; and 
Rsa and Rea are the same or different, and are independently selected at each 
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33. A compoxmd according to Claim 30 of the formula: 




or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
R2, R4, Ar2, and n are as defined for Claim 30; 

Rs and Re are the same or different and represent hydrogen or methyl; 

Rsa and Rda are the SEune or different, and are independently chosen at each 

occurrence from hydrogen and methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloallqrl, hydroxy, 

acetoxy, Ci-Ce alkyl, Ca-Ce cdkenyl, C2-C6 allQniyl, Ci-Ce alkoxy, amino, 

mono- or di(Ci-C6)alkylamino, and aniino(Ci-C6)alkoxy. 

34. A compound according to Claim 32, of the formula: 




or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
R4, Ar2, and n are as defined for Claim 30; 

Rs is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 
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Rs and Re are the same or different and represent hydrogen or methy 

Rsa and Rea are the same or different, and are independently chosen at each 

occurrence from hydrogen and methyl; and 
represents up to four substituents independently chosen from hydrogen, 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 

acetoxy, CrCe alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ci-Ce alkoxy, amino, 

mono- or di(Ci-C6)al]Qrlamino, and amino(Ci-C6)alkoxy. 

35. A compound according to Claim 33, 
or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

Ac2t Rx, and n are as defined for Claim 30 
R2 is Cs-Cs straight or breinched chain alkyl, Ca-Cs alkenyl, or Ca-Cs alkynyl; and 
R4 is Ci-Cs straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl. 

36. A compound according to Claim 33, 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 

R4 is phenyl, which may be unsubstituted or substituted with: 

Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, C3-C8 cydoalkyl, (Ca-Cs 
cycloalkyl)Ci-C4 alkyl, haloalkyl, Ci-Ce alkoxy, halogen, hydroxy, amino, 
or mono- or di(Ci-C6)alkylamino; or 

R4is a bicycHc oxygen containing group of the formula: 

wherein Ra is hydrogen, Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cs cycloallQrl, 
(Ca-Cscycloalkyl) C1-C4 alkyl, haloallg^l, alkoxy, halogen, hydroxy, amino, or 
mono- or di(Ci-C6)alkylamino; 

Ara is phenyl which is unsubstituted or optionally substituted or substituted with 
up to four groups independently selected from: 
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halogen, C1-C7 alkyl, C1-C7 alko^cy, cyano, axnino, mono- or di(Ci- 
Celalkylamino, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 
alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
1-morpholino, nitro, hydroxy, acetoxy, trifluoromethyl, and 
trifluoromethQ3^ or -X4RB, wherein X4 and Rb are as de&ied for Claim 
33; or 

At2 is a bicyclic oxygen-containing group of the formula: 




wherein Ra, Ra', and n are as de&Eied in Claim 33. 

37. A compound according to Claim 33, 
or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or C2-C8 alkynyl; 
R4 is Ci-Cs straight or branched chain allcyl, C2-C8 alkenyl, or C2-C8 edkynyl; 
Ara is a bicyclic oxygen containing group of the formula: 




wherein Ra' and n are as defined for Claim 33. 



38. A compoxmd of the formula: 
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wherein: 

n is an integer from 0 to 3; 

R3 and R3A are the same or different and represent hydrogen, halogen, hydroxy, 
alkyl, or alko^; or 

R3 and R3A, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alkoxy; or 

Rs and Re, taken together with the carbon atom to which they are attached form a 
cycloallQrl ring; and 

RsA and ReA are the same or different and represent hydrogen, halogen, hydroxy, 
alkyl, or alkoxy. 

39. A compound according to Claim 38, wherein: 
R3 and R3A are the same or different and represent hydrogen or Ci-Ce alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

cycloallQrl ring of from three to six carbon atoms; 
R5 and Re are the same or different and represent hydrogen, halogen, hydros, Ci-Ce 

aUcyl, or Ci-Ce alkoxy; or 
R5 and Rei taken together with the carbon atom to which they are attached form a 

cycloalkyl ring of from three to six carbon atoms; and 
RsA and ReA are the same or different and represent hydrogen, halogen, hydroxy, Ci- 

Ce alkyl, or Ci-Ce alkoxy. 

40. A compound according to Claim 38, wherein: 
R3 and R4 are hydrogen; and 

Rs, Re, RsAi and ReA are the same or different and represent hydrogen or methyl. 

41. A compound of the formula: 
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wherein: 

n is an integer from 0 to 3; 

R2 is alkyl, alkenyl, alkynyl, cycloalkyl, (qrcloalkyljallgrl, or haloalkyl, each of which 

may be substituted or unsubstituted; 
R3 and R4 are the same or difierent and represent hydrogen or alkyl; or 
R3 and Rsa, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

R5 and Re are the same or different and represent hydrogen, halogen, hydroxy, silkyl, 
or a^axy; or 

Rs and Re, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring; 

RsA and ReA are the same or different and represent hydrogen, halogen, hydroxy, 

alkyl, or alkoxy; and 
An is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari is unsubstituted or substituted carbocyclic aryl, unsubstituted or substituted 
axylalkyl, or a imsubstituted or substituted heteroaromatic or heteroaKcyclic' 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 

42. A compound according to Claim 41 in which: 
R2 is Ci-Cs straight or branched chain alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ca-Cs 

cycloalkyl, C2-C8 (cycloalkyl)Ci-C4 allcyl, or Ci-Cs haloalkyl; 
R3 and Rsa are the same or different and represent hydrogen or Ci-Cg alkyl; or 
R3 and Rsa, taken together with the carbon atom to which they are attached, form a 
cycloalkyl ring of from three to six carbon atoms; and 
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Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, Ci-Ce 

all^l, or Ci-Ce alkoxy; or 
Rs and Re, taken together with the carbon atom to which they are attached form a 

cyclosJkyl ring of from three to six carbon atoms; 
RsA and ReA are the same or different and represent hydrogen, halogen, hydro:^, Ci- 

Ce alkyl, or Ci-Ce alko^; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, 
pyrimidyl, dihydrobenzofuranyl, furanyl, benzodioxanyl, indolyl, each of which is 
unsubstituted or substituted with up to four substituents independently 
selected from: 

halogen, nitro, cyano, trifluoromethyl, trifluoromethosg^, haloalkyl, 
hydro:^, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, Cg-Ce alkynyl, Ci-Ce alkoxy, 
amino, mono- or di(Ci-C6)al]Qrlamino, amino(Ci-C6)alkoxy, carbo^^lic 
acid, esters of carbo>^lic acids, aminocarbonyl, mono or di(Ci- 
Celalkylaminocarbonyl, N-( Ci-Celalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl, and ~X4Rb, wherein X4 and Rb are 
as defined below; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, - 
S{0)mNRc-, -NHC(=0)-, -NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and- 
NRcS(0)in- (where m is 0, 1, or 2); and 
Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain one or 
more double or triple bonds, each of which may unsubstituted or substituted 
with one or more substituent(s) selected from: 

0x0, hydroxy, -0(CrC6 alkyl), -NHfCi-Ce alkyl), 

-N(Ci-C6 alkyl)(Ci.C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci-C6 alkyl), -NHS{0)x(Ci.C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
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S(0)xNH(Ci-C6 alkyl), -S(0)xN{Ci-C6 alkyl)(Ci-C6 alkyl). (where x is 



0, 1, or 2). 



43. A compound according to Claim 41 of the formula: 




^5A 



wherein: 

n is 0, 1, or 2: 

R2 is C3-C8 straight or branched chain alkyl, C2-C8 alkenyl, or Cs-Cs alkynyl; 
Rs, R6» RsAi and Rga are the same or different and represent hydrogen or methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloall^yl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylanuno, and amino(Ci-C6)alkoxy. 

44. A compound of the formula: 



wherein: 

n is an integer from 0 to 3; and 

R2 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl, haloalkyl, each or which 
may be substituted or \msubstituted; 




Rba 
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Rs and Rsa are the same or different and represent hydrogen or alkyl; or 
R3 and Rsa, taken together with the carbon atom to which they are attached, form a 
cycloalljyl ring; 

Rs and Re are the same or different and represent hydrogen or all^l; or 

Rs and Re, taken together with the carbon atom to which they are attached, form a 

cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydroxy, alkyl, and alkoxy; 
R7 represents hydrogen or alkyl; and 
Ari is ethylenedio^Qrphenyl, methylenedioxyphenyl, or; 

Ari is optionally substituted carbocyclic aiyl, optionally substituted aiylalkyl, or an 
optionally substituted heteroaiyl or heteroalicycKc group having from 1 to 3 rings, 3 
to 8 members in each ring and from 1 to 3 hetero atoms. 

45. A compound according to Claim 44, of the formula: 



wherein; 

n is an integer from 0 to 3; 

R2 is C3-C8 straight or branched chain alkyl, Ca-Cs alkenyl, or C2-C8 alkynyl; 
Rs, Re, RsA, and Rsa are the same or different and represent hydrogen or methyl; and 
Rx represents up to four substituents independently chosen from hydrogen, 
halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Cs alkyl, Ca-Cg alkenyl, Cq-Cs alkynyl, Ci-Ce alkojQ^, amino, mono- or 
di(Ci-C6)alkylamino, and amino(Ci-C6)alko3Qr. 
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46. A process for preparing a compound of the formtila: 




wherein: 

n is an integer from 0 to 3; and 
R2 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, or haloalkyl, each or which 
may be substituted or unsubstituted; 
R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyljalkyl, haloalkyl, each or which may 

be substituted or unsubstituted; or 
R4 is optionally substituted carbocycKc aiyl, optionally substituted aiylalkyl, or an 

optionally substituted heteroaromatic or heteroalicyclic group having from 1 to 3 

rings, 3 to 8 members in each ring and from 1 to 3 hetero atoms, 
R3 and R3A are the same or different and represent hydrogen or alkyl; or 
R3 and R3A, taken together with the carbon atom to which they are attached, form a 

qyrcloalkyl ring; 

Rs and Re are the same or different and represent hydrogen, halogen, hydroxy, alkyl, 
or alkojcy; or 

Rs and Re, taken together with the carbon atom to which they are attached form a 

cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 

occurrence from hydrogen, halogen, hydrojcy, alkyl, and alko^gr; 
R7 represents hydrogen or alkyl; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
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Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optional^ 
substituted srylalkyl, or an optionally substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
hetero atoms. 

the process comprising: 

reacting a compound of the formula: 




wherein Y is halogen or sulfonate ester, 

in a suitable solvent in the presence of a suitable base, 

with a secondary amine of the formula: 

47. A process according to Claim 46, wherein 
n and Y are as defined in Claim 46; 

R3 and R3A are the same or different and represent hydrogen or 
Ci-Cs alkyl; or 

R3 and R3A, taken together with the carbon atom to which they are attached, form a 
Ca^ cycloalkyl ring; 

R5 and R6 are the same or different and represent hydrogen, halogen, hydroxy, Ci-Ce 

alkyl, or Ci-Ce alkoxy; or 
Rs and Re, taken together with the carbon atom to which th^ are attached form a. 

C3-8 cycloalkyl ring; 

Rsa and Rea are the same or different, and are independently selected at each 
occurrence from hydrogen, halogen, hydroxy ^ Ci-Ce alkyl, and Ci-Ce alkoxy; 



503 



wo 02/49993 



PCT/USOO/26816 



R2 is hydrogen or 

Ci-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, cycloalkyl, (C3-8 cycloalkyl) C1-3 alkyl, or Ci- 
Ce haloalkyl, each or which unsubstituted or substituted by one or more of 
halogen, nitro, cyano, trifluormethyl, trifluoromethojty, C1.3 haloallcyl, 
hydroxy, aceto:^, alkoxy, amino, and mono- or di(Ci-C6)alkylamino; 

R4 is hydrogen or 

Ci-8 alkyl, C2.8 alkenyl, C2-8 alkynyl, Ca-scycloalkyl, (C3-8 cycloalkyl) Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, triiluoromethyl, 
trifluoromethoxy, haloalkyl, hydro^gr, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

m is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, p3rrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, ben2o[b]thiophenyI, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloallQ^l, 
hydroxy, aceto^, Ci-Ce alkyl, €2^ alkenyl, 62^ allQniyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6]alko3^, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, I-azetidinyl, 1-pyrrolidinyl, l-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Cn^ alkenyl, C2-6 alkynyl, Ci-Ce oHkoxy, amino, and mono- or di(Ci-> 
C6)alkylamino; 

Ati is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Arg are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazofyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, qiiinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to foxir groups independently selected 
from hsdogen, nitro, pyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydro:^, acetoscy, Ci-Ce alkyl, Cg^ alkenyl, C2-6 alkynyl, Ci-Ce alkosy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboscylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 

ii) biqyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejall^lamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 



CHRc-, -0-, -S(0)ni-, -NH-, -NRc-, -C(«0)NH-, -C(»0)NRc-, -S(0)mNH-. -S(0)mNRc-, 
-NHC(«0)-, 
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-NRcC(«0)-, -NHS(0)„-, -C(=0)NHS{0)m-, and -NRcS(0)m- (where m is 0, 1. or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 



hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 



oxo, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
"N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC{0){Ci-C6 allgrl), -N(Ci-C6 
alkyl)C(0)(Ci.6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0),(Ci-C6 alkyl), - 
S(0)xNH(Cx-C6 alkyl), -S(0)xN(Ci.C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 

48. A compound of the formula: 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
mis 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 
dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 
optionally substituted alkynyl, optionally substituted c^cloalkyl, optionally 
substituted (cycloalkyl)allQ^l; or 

R is optionally substituted carbocyclic axyl, optionally substituted arylalkyl, 

optionally substituted heteroaiyl or heteroalicycHc group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 




Ar2 
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Ri, R2, R3, R3A, R5, and Re are independently selected from hydrogen, hydro3Qr, 
halogen, amino, cyano, nitro, haloallQrl, alkoxy, mono- or dialkylamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyl)alkyl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocydic axyl, optionally substituted axylalkyl, 

optionally substituted heteroazyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylenedio3^phenyl, methylenedioxyphenyl, or; 

Ati and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylalkyl, optionally substituted heteroaryl or heteroalicyclic group 
having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

49. A compound according to Claim 48, wherein the compound exhibits an 
IC50 of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

50. A compound according to Claim 48 of the formula 




wherein Ari, Ar2, R, Ri, R2) Rsi and R4 are as defined in Claim 48. 

51. A compound according to Claim 50, wherein 
R is selected from 

i] hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 
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ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
tnfluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alko:^, amino, 
and mono- or diallQrlamino; or 
R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, all^l, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; and 

Ri, Ra, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alko:^, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloall^l)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, c^ano, 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroscy, acetoxy, alko^gr, amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

allqrl, alkenyl, alkynyl, cycloallqrl, (cycloallQrl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, qyano, trifluoromethyl, trifluoromethoscy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, p)a'a2olyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
P3n:Bzinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofiiranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
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dnnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho3cy, haloallgrl, 
hydroxy, acetoisy, all^l, alkenyl, alkynyl, alko^, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, -X4RB, 
wherein X4 and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, c^ano, 
trifluoromethyl, trifluoromethoxy, haloallQrl, hydrojcy, acetoxy, alkyl, alkenyl, 
alkynyl, alkojcy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydrojT^, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboscylic acids, 
aminocarbonyl, mono or diallgrlaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, and - 
X4RB, wherein X4 and Rb are as defined below; and 
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ii) bicyclic oxygen-containing groups of the foramla: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 

CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)niNH-, -S(0)mNRc-, 

-NHC{=0)-, 

-NRcC(=0)-, -NHS(0)ni-, -C(=0)NHS(0)ni-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydro3Qr, -O(allgrl), -NH(alkyl), 

^N(alkyl)(alkyl), .NHC(0)(allq^l), -N(alkyl)C(0)(alkyl), -NHS(0)x(Ci-C6 
alkyl), -S(0)x(alkyl), -S(0)xNH{alkyl), -S(0)xN(alkyl) (alkyl), (where x 
is 0, 1, or 2). 

52. A compoimd according to Claim 50, wherein 
Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydro;^, amino, C1-C6 alko^, mono- or di(Ci- 

Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (Ca-Cg 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, aceto^cy, Ci-Ce alkoxy, amino, mono- or di(Ci> 
C6)allQrlamino; 
Ris selected from 

i) hydrogen, halogen, hydros, amino, Ci-Ce alko3cy, mono- or di(Ca- 
Celallgrlamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cg cycloalkyl, and (C3- 
Csjcycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifLuoromethyl, trifluoromethojjy, 
haloall^l, hydro3^, acetoxy, alkoxy, amino, and mono- or di{Ci- 
C6)alkylamino; or 

R is selected &om 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyi, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to four groups independently selected from halogen, nitro, cyBno, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroaqr, acetoxy, Ci-Cs alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 
R4 is hydrogen or 

Ci-8 alkyl, C2-8 eilkenyl, C2-8 alkynyl, Ca-scycloalkyl, (C3-8 cycloalkyl)Ci-4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethojgr, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofiiranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl. 
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cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, qyano, trifluoromethyl, trifLuorometho^^, haloallgrl, 
hydrox^r, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di{Ci-C6)allQ^Iamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboxyUc acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl, - 
XaRb, wherein X4 and Re are as defined below; or 
R4 is a bicyclic o^cygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca^ alkenyl, C3-6 allQniyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pjnrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto^Qr, Ci-Ce alkyl, C2-6 alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)all£ylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carboscylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
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Ci-CelaUQrlsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Re are as defined belo^ and 
ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallsyl, hydros, acetoxy, Ci-Ce alkyl, 
Cq^ alkenyl, Ca^ alkynyl, Ci-Ce alko:?^, axnino, and mono- or di(Ci- 
C6)aI]!^lamino; 

X4 is independently selected at each occurrence from the group consisting of - 
CHRc-, -0-, -S(0)a-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)inNH-, -S(0)mNRc-, 
.NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rci which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 



hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 



0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 allgrl)(Ci-Ce alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C{0)(Ci-6 alkyl), -NHS(0),(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0),NH(Ci-C6 alkyl), -S{0)xN(Ci-C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 



53. A compound according to Claim 50, wherein: 
R is hydrogen, halogen, Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, Ci-Cs cycloalkyl, 
(C3-C8cycloalkyl)Ci-C3alkyl, Ci-Cs aUco^, or Cx-Cs haloalkyl, or 




513 



wo 02/49993 



PCT/USOO/26816 



R is a phenyl which may be substituted by up to five substituents independently 
chosen from Ci-Cs allgrl, C2-C8 alkenyl, Ca-Cs alkynyl, Ci-Cs alkoxy, halogen, 
cyanOy carbosylic acid, hydroxy, acetoxy, nitro, amino, mono or di(Ci- 
C6)alkylamino, aminocarbonyl, sulfonamido, mono or di(Ci-C6)alkyl8ulfonamido, 
3,4-methylenedio3cy, 3,4-(l,2-ethylene)dioxy, trifluoromethyl or trifluoromethoxy; 

Ri is hydrogen, Ci-Cg alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, Ca-Cs cycloalkyl (C3- 
CscycloalkyljCi-Caalkyl or Ci-Cs haloalkyl; 

R2 is Ci-Cs alkyl, Cs-Cs alkenyl, C2-C8 alkynyl, Ci-Cs pycloalkyl or (C3- 
CgcycloalltyqCi-Caall^l or Ci-Cs haloalkyl; 

R3 is hydrogen, Ci-Cs alkyl, Ca-Cg alkenyl, or C2-C8 alkynyl; 

R4 is Ci-Cg alkyl, C3-C8 cycloalkyl, or (C3-C8 cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Cg aUgrl, C2-C6 alkenyl, C2-C6 alkynyl, CrC6 alko^^, amino, and 
mono- or di(Ci-C6)all^lamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
ben2[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, qyano, trifluoromethyl, 
trifluoromethoj^, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, C2-C6 alkenyl, C2- 
C6 alkynyl, C1-C6 alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Cg 
alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino; 
and 
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An is ethylenedio3^henyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alkyly thienyl, 

pyridyl, pyrimidyl, pjrrazinyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, 
isoquinolinyl, and quinoxalinyl, each of which may be optiongdly substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetaxy, 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, mono- or 
di(Ci-C6)alkylamino, carboxylic add, esters of carboiigrlic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-(Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, and 1-piperidyl, 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalliyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino. 

54. A compound according to Claim 50, wherein: 

R is hydrogen, halogen, Ci-Cs alkyl, Cq-Cs alkenyl, C2'C8 alkynyl, Ci-Cs cycloalkyl, 
(Ca-CscycloalkyljCi-Caalkyl, Ci-Cs alkoxy, or Ci-Cs haloalkyl, or 

R is a phenyl which may be substituted by up to five substituents independently 
chosen from Ci-Cs alkyl, Ca-Cs alkenyl, Ca-Cs alkynyl, Ci-Cs alkoxy, halogen, 
cyano, carboxylic acid, hydroxy, aceto^, nitro, amino, mono or di(Ci- 
Cejalkylamino, aminocarbonyl, sulfonamido, mono or di(Ci-C6)alkylsulfonamido, 
3,4-methylenedio:Qr, 3,4-(l,2-ethylene)dio^, trifluoromethyl or trifluoromethoxy; 



and 



bicyclic oxygen-containing groups of the formula: 
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Ri is hydrogen, Ci-Cs alhyl, Ca-Cs alkenyl, C2-C8 alkynyl, Ca-Cs cycloalkyl (C3- 

CscydoalkyljCi-Caalkyl or Ci-Ca haloalkyl; 
Ra is Ci-Cs alkyl, Ca-Ca alkenyl, Qz-Ca alkynyl, Ci-Ca cycloallcyl or (Ca-Ca 

cycloalkyljCi-Caalkyl or Ci-Ca haloallqrl; 
R3 is hydrogen, Ci-Ca aUqrl, Ca-Ca alkenyl, or Ca-Ca alkynyl; 

R4 is Ci-Cg alkyl, Ca-Cs cycloaltyl, or (Ca-Cs cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethosqr, haloalkyl, hydroxy, 
acetoxy> Ci-Ca alkyl, C2-C6 alkenyl, Ca-Ca alkynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxa2»lyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydro:^, acetoxy, Ci-Ca alkyl, Ca-Ca alkenyl, Ca- 
Ce alkynyl, Ci-Ca alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, Ca-Ce 
alkenyl, Ca-Ce alkynyl, Ci-Ce alkosy, amino, and mono- or di(Ci-C6)alkylamino; 
Ari is ethylenediosyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ca alkenyl, Ca-Ce 
alk^yly Ci-Ca alkoxy, amino, mono- or di(Ci-Ca)alkylamino; and 
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Ar2 is phenyl, phehyl(Ci-C4)aUQrl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
bexizodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and qxiinoxalinyl, 
each of which may be optionally substituted or substituted vnih up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, halocdkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, carbo3cylic 
acid, esters of carbosylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-(Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl, or 

Ar2 is a bicyclic oxygen-containing group of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, qyano, 
trifluoromethyl, trifluoromethoscy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-C6 alkenyl, Ca-Ce alkynyl, C1-C6 alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino. 

55. A compound according to Claim 50, wherein 
R is hydrogen, halogen, methyl, ethyl, metho^, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl or ethyl; 

R4 is Ci-Cs alkyl, Ca-Ca cycloalkyl, or (Cs-Ca cycloalkyl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C1-C6 alkoxy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
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R4 is phenyl, phenyl(Ci-C4)allcyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[b]thiophenyl, benzodioxinyl, benzodioxolyl, 
ben2[d]isoxazolyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinojcalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-Ce alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)al]qrlamino; or 

R4 is a bicyclic oxirgen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 
alkenyl, C2-C6 edkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino; 
Ari is ethylenedioxyphenyl, methylenediosyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optioitially substituted or substituted with up to four groups 
independently selected from halogen, nitro, qyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto^gr, Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; and 
Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzolbjthiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, and quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; 
Ara is a bicyclic oxygen-containing group of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoacy, haloall^l, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 
alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

56. A compound of the formula: 




wherein: 

m is 0, 1, or 2; 

R is hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, mono- or 
dialkylamino, optionally substituted alkyl, optionally substituted alkenyl, 
optionally substituted alkynyl, optionally substituted cycloalkyl, optionally 
substituted (cycloalkyl)alkyl; or 

R is optionally substituted carbocyclic aiyl, optionally substituted aiylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Ri, R31 R3, R3A, Rsy and are independently selected from hydrogen, hydro^gr, 
halogen, amino, cyano, nitroy hadoalkyl, alkoxy, mono- or diallqrlamino, 
optionally substituted alkyl, optionally substituted alkenyl, optionally 
substituted alkynyl, optionally substituted cycloalkyl, and optionally 
substituted (cycloalkyl)allQrl; 

R4 is alkyl, alkenyl, allQmyl, cycloalkyl, (cycloalkyljalkyl each of which may be 

optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring £Lnd from 1 to 3 heteroatoms; and 
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Ari is ethylenedioxyphenyl, methylenedio:^henyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted arylallQri, optionally substituted heteroaiyl or heteroalicydic group 
having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

57. A compoimd of the formula: 




wherein Ari, R» Ri> R2, R3, R4 are as defined in Claim 56. 

58. A compound according to Claim 56, wherein: 
Ri, R2, and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alko3Qr, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloallQrl, and 

ii) Ci'Cs allQ^l, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, and (Cs-Cs 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloaU^l, hydroxy, acetoxy, C1-C6 alkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

Ris selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce cdkoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs sJkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (C3- 
C8)cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloallgrl, hydros^, aceto:^, alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; or 
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R is selected from 

phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
Qxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyriinidyl, 
pyrazinyl, each of which may be optionally substituted or substituted with 
up to foTir groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cs alk/1, 
C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkojy, amino, and mono- or di{Ci- 
C6)alkylamino; 
R4 is hydrogen or 

C1.8 allsyl, C2.8 alkenyl, C2.8 alkynyl, Cs^cycloall^l, (C3.8 cycloallQrl)Ci.4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3cy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
allgniyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)allsylamino, 

R4 is phenyl, ethylenedios^henyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
dnnolinyl, quinazolinyl, or qtunoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
ceirbojcylic acids, aminocarbonyl, mono or di(Ci-C6)aUQrlaminocarbonyl, N-( 
Ci-C6)allqrlsulf6nylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 

R4is a bicyclic oxygen-containing group of the formula: 
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wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoscy, haloalkyl, hydro^^r, aceto?^, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alko^, amino, and mono- or di(Ci- 
C6)allqrlamino; and 

Ati is ethylenedioxyphenyl, methylenedioxjrphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrofylf furanyl, thienyl, pyrazolyl, imidazolyl, 

thiassolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, ben2simidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofiiranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifiuoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto?^, Ci-Ce allcyl, Cs^ alkenyl, C2-6 alkynyl, C1-C6 alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alko3^, carboxylic add, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 
and -XaRb, wherein X4 and Rb are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 



trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyi. 



C2-6 alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 



Cejalkylamino; 
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X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-. -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)niNH-, -S(0)„NRc-, 
.NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(«0)NHS(0)m-, and -NRcS(0)ni- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 all^l)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 allqrl)C(0)(Ci^ alkyl), - 
NHS(0)x(Ci-C6 alkyl), -S(0)x(Ci-C6 alkyl), -S(0),NH(Ci-C6 alkyl), -S(0)xN(Ci-C6 
alkyl)( Ci-Ce alkyl), (where x is 0, 1, or 2). 

59. A compound according to Claim 56, wherein: 
R is hydrogen, halogen, methyl, ethyl, metho3cy, ethoxy, trifluoromethyl, or phenyl; 
Ri is hydrogen, methyl or ethyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl or ethyl; 

R4 is Ci-Cs alkyl, Ca-Cs cycloalkyl, or (Ca-Cs cycloallqrl) C1-C3 alkyl, each of which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, Qrano, trifluoromethyl, trifluoromethojQr, haloallQrl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ci-Ce alkoscy, amino, and 
mono- or di(Ci-C6)alkylamino; or 
'R4 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, naphthyl, 
indolyl, indanyl, benzo[blthiophenyl, benzodioxinyl, benzodioxolyl, 
benz[d]isoxazotyl, quinolinyl, isoquinolinyl, quinazolinyl, or quinoxalinyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
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trifluoromethoxy, haloalkyl, hydroxy, acetoscy, Ci-Ce alkyl, Ca-Ce alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino; or 
R4 is a biqyclic o^gen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^gr, C1-C6 alkyl, C2-C6 
alkenyl, Ca-Ce allqaiyl, Ci-Ce alko^gr, amino, and mono- or di(Ci-C6)alkylamino; 
and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, phenyl, thienyl, or pyridyl, each 
of which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, Ca-Ce alkenyl, C2-C6 
alkynyl, Ci-Ce alko:iQr, amino, mono- or di(Ci-C6)aIlQrlamino. 

60. A compound of the formula: 



or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
m is 0, 1, or 2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloallQrl, alkoxy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted edlQmyl, optionally substituted c^cloalkyl, 
optionally substituted (cycloalkyljalkyl. 




AT, 1 
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optionally substituted carbocyclic aiyl, optionally substituted aiylalkyl, 
optionally substituted heteroaryl or heteroalicydic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
Ra, R3> R3A, Rsy and Re are independently selected from hydrogen, hydrosy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted c^cloallQrl, and optionally substituted 
(cycloalkyl)allg^l; 

R and R3 may be joined to form an optionally substituted saturated carbocylic ring 
of from 5 to 8 members or an optionally substituted heterocyclic ringof from 
5 to 8 members; 

R4 is allcyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroaliqy^clic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylehedioxyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

61. A compound according to Claim 60, wherein the compound exhibits an 
ICso of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

62. A compound according of the formula: 
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or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 
mono- or diallsylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alkynyl, optionally substituted cydoalkyl, 
optionally substituted (cycloallq^l)alkyl, 

optionally substituted carbocyclic aryl, optionally substituted aiylalkyl, 
optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

Rs and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyanot nitro, haloall^l, alko^gr, mono- or diallcylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloalkyl, and optionally substituted (cycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 
8 members or an optionally substituted heterocyclic ring of from 5 ro 8 
members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (pycloallQrl)alkyl each of which may be 
optional^ substituted; or 

R4 is optionEilly substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ari is ethylenedio3Qrphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carboqyclic axyl, optionsdly 
substituted aiykdkyl, optionally substituted heteroaxyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

63. A compound according to Claim 62, wherein R and R3 are not joined. 

64. A compound according to Claim 62, wherein: 
R is selected from 
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i) hydrogen^ halogen, hydroxy, amino, alkosy, mono- or dialjkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyi, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted t^ one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydros^, aceto^Qr, alkojQr, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triasolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3Ey, haloalkyli hydroxy, ajcetoxy, all^l, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

Ra and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkosy, mono- or dialkylamino, cyano, 
nitro, haloalltyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^, alkoxy, amino, 
and mono- or diallQ^lamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloallQ^l, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from hedogen, nitro, cyano, trifluoromethyl, trifluorometho^, haloalkyl, 
hydro^qr, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofiiranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl. 
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benzodioxinyly benzodioxolyl, bexiz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyly qtunazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydro:^, acetoxy, alkyl, alkenyl, elXkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkojcy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl and- 
XaRbp wherein X4 and Rs are as defined below; or 
R4 is a bicyclic o3Qrgen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^, haloalkyl, hydroxy, acetoxy, alkyl, alkenyl, 
alkynyl, aJkoxy^ amino, and mono- or dialkylamino; 

Ari is ethylenedio^^henyl, methylenedioxyphenyl, or; 

Ari and Ara are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydrosQT, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 
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alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyland- 
X4RB, wherein X4 and Rb are as defined below;, and 
ii) bicycUc oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoay, alkyl, alkenyl, 
alkynyl, elkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 

CHRc-> -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-. -S(0)niNH-, -S(0)mNRc-, 

-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=6)NHS(0)„-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or qrclic aXkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy^ -O(alkyl), -NH(alkyl), 
-N(alkyl)(alkyl), -NHC(0)(alkyl), -N(alkyl)C(0) (alkyl), -NHS(0)x(alkyl), -S(0)x(alkyl), - 
S{0)xNH(alkyl), -S(0)JS[(allgrl)(alkyl), (where x is 0, 1, or 2). 

65. A compoimd according to Claim 62, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Ca eJkyl, Cg-Ce alkenyl, Ca-Ce allqmyl, Ca-Cs cycloalkyl, and (C3- 
C8)pycloalkyl) C1-C3 alkyl, each of which may be luisubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydro3cy, aceto^, alko^, amino, and mono- or di(Ci- 
Cejalkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyrictyl, 
pyrimidyl, pyrazinyl, each of which may be optionEdly substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydropsy, acetoxy, 
Ci-Cs alkyl, Ca-Ce alkenyl, C2-C6 allQniyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci--C6)alkylamino; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Cs-Ca cycloalkyl, and (Ca-Cg 
cycloalkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluorometho3^, 
haloall^l, hydros^, aceto3Qr, Ci-Ce eJkoxy, amino, mono- or di(Ci- 
Cejalkylamino; 

R4 is hydrogen or 

Ci-8 allQrl, C2.8 alkenyl, C2-8 alkynyl, Ca^cycloalkyl, (C3-8 cycloalkyl)Ci.4alkyrl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
tiifluorometho:Qr, haloaUgrl, hydro?^, acetoscy, Ci-Ce eiXkyl, Ca^ alkenyl, C2-6 
alkynyl, C1-C6 alko^iy, amino and mono- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedio3Q^phenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to four groups independently selected 
from halogen, nitro, qyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce allgrl, Cs^ alkenyl, C2-6 alkynyl, Ci-Ce alkoscy, amino, 
mono- or di(Ci-C6)allqrlamino, aniino(Ci-C6)alkoxy, carboxylic acid, esters of 
carbo3qrlic acids, aminocEU-bonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, l-azetidinyl, l-pyrrolidinyl, 1-piperidyl, - 
X4RB9 wherein X4 and Rb are as defined below; or 
R4 is a bicydic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected ftx)m halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojQr, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenediosqrphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyxidyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[bJthiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]i8oxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinaisolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluorometho3cy, haloalkyl, 
hydroxy, acet03cy, Ci-Ce alkyl, Ca-e alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkyIamino, amino(Ci-C6)alko3^, carboxylic acid, esters of 
carbo^Qrlic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-C6)alkylsulfonylaminocarbonyl, l-azetidinyl, l-pyrrolidinyl, 1-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 
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ii) bicyclic ojQrgen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloaUQ^l, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, Qj-e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Celallqrlamino; 

X4 is independently selected at each occurrence from the group consisting of -CHa-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)«NH-, -S(0)inNRc-, 
-NHC(-0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(«0)NHS(0)ni-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic allcyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected ^mi 
0x0, hydroscy, -0(Ci-C6 alkyl), -NHfCi-Ce alkyl), 
-N(Ci-C6 alkj^l)(Ci-C6 alkyl), -NHC(0){Ci-C6 alkyl), ^N(Ci-C6 
aIkyl)C(0)(Ci,6 alkyl), -NHS(0)x(Ci«C6 alkyl), -S(0)x(Ci-C6 sXkyl), - 
S(0)xNH(Ci-C6 alkyl), -SCOjxNCCi-Ce aUQrl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 



66. A compound according to Claim 62, wherein: 
R is hydrogen, halogen, hydroxy, Ci-Ce alkoxy, haloalkyl, Ci-Cs alkyl, C2-C6 alkenyl, 

Ca-Ce alkynyl, Ca-Cs cycloalkyl, and (Ca-Csjcycloall^l) C1-C3 alkyl, or 
R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, cyano, trifluoromethyl, trifluoromethosgr, haloalkyl, hydropsy, acetoxy, 

Ci-Cs alkyl, Ca-Ck alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
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di(Ci-C6)alkylamino, axninocarbonyl, sxifonamido, mono or di(Ci- 
CejallQrlsulfonainido, 3,4-methylenedio3iy, and 3,4-(l,2-ethylene)dio3sy; 

R2 is selected from Ci-Cs allcyl, C2-C6 aUcenyl, Ca-Ce alkynyl, Cs-Cs cycloalkyl, (Ca-Cs 
cycloalkyl} C1-C3 alltyl and haloalkyl; 

F3 is hydrogen Ci-Cs alkyl, C2-C6 aJkenyl, C2-C6 alkynyl; 

R4 is Ci-s alky], Ca^ alkenyl, C2-8 alkynyl, Csnscycloalkyl, (C3-8 cycloalkyl)Ci.4allcyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, qyano, trifluoromethyl, 
trifluoromethoxy, haloallcyl, hydroxy, aceto^^, C1-C6 alkyl, €2^ alkenyl, Ca-o 
alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedio^g^phenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkosy, amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)alko^, carboxylic acid, esters of carbo^Qrlic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaininocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, l-piperidyl, 

R4 is a bicyclic o:^gen-containing group of the formida: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^Qr, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedioxyphenyl, methylenedioayphenyl, or; 

Ari and Ar2 are independently chosen from 
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i) phenyl, phenyl(Ci-C4)alhyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, bexizodiosdnyl, benzodioxolyl, and benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from hedogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto3cy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Cx-Ce alkoxy, amino, mono- or di(Ci-C6)alkylainino, amino(Ci- 
C6)alko3Qr, carboxylic acid, esters of carbo^grUc acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-CejaUQrlsidfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 

u) bicyclic o^^rgen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, qyano, 
trifluoromethyl, trifluoromethoxy, haloallQrl, hydroxy, acetoxy, Ci-Ce edkyl, C2-6 
alkenyl, C2^ alksniyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)all^lamino. 



R, Ra, R3, R4, and Ar2 are as defined in Claim 66; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto:^, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkosgr, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cejalkoxy. 

68. A compound according to Claim 66, wherein: 
R, Ra, and R3 are as defined in Claim 66; 

Ari is ethylenedio3cyphenyl, methylenediosg^henyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl. 




67. 



A compound according to Claim 66, wherein 
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trifluoromethojQr, haloallcyl, hydros^, acet03cy, Ci-Ce alkyl, C2-6 alkenyl, Ca-e 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cejalkoxy; 

R4 is C3.C8 alkyl, C2.C8 alkenyl, C2.C8 alkynyl, Ca-Cgcycloalkyl, (Cs-s pycloalkyljCi. 
C4eilkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojcy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di{Ci- 
C6)all^lamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzofbjthiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluorometho:^, haloalkyl, hydrp^iy, acetoxy, 
Ci-Ce all^l, C2-6 alkenyl, €2^ alkynyl, Ci-Ce alkos^, amino, mono- or di(Ci- 
Cejalkylamino, amino(Ci-C6)alko2y, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[bIthiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethox/, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkosgr, amino, mono- or di(Ci-C6)alkylamino, aniino(Ci- 
Cejalko^, carbo^^lic add, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)all^lsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bipyclic o^Qrgen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro» cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3cy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



69. A compoxmd according to Claim 66, wherein: 

R is hydrogen, Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Cs-Cs cycloalkyl, or (Cs- 
C8)cgrcloalkyI) Ci-Ca alkyl, or 

R is phenyl substituted with up to five groups independently selected from halo^n, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydro;cy, acetoxy, 
Ci-Ca allQrl, C2-C6 alkenyl, Ca-Ce all^rnyl, Ci-Cs alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejallcylsulfotiamido, 3,4-methylenedio3g^, and 3,4-(l,2-ethylene)dioxy; 

R2 is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C2-C8 alkenyl, C2-C8 allQmyl, Cs-Cgcycloalkyl, (Ca^ cycloalkyljCi- 
C4alky^l, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^Qr, haloalkyl, hydros, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, C1-C6 alkojqr, amino and mono- or di(Ci- 
Celalkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioj^henyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, ben2o[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[dlisoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluorometho^, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, Ca^ alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
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CejallQrlaxnino, aiiiino(Ci-C6)alkox}r, carbo^sylic acid, esters of carbox/lic 
adds, aminocarbonyl, mono or di(CrC6)alkylaininocarbonyl, N-( Ci- 
C6)allQrlsulfonylaminocarbonyl, l-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 
Ati is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, C2-6 
alkynyl, Ci-Ce alko^Qr, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cejalkoxy; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoay, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
C6)alkoxy, carboxylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pjmrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3. groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroxy, acetoxy, Ci-Ce alkyl, C2.6 
alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

70. A compound according to Claim 66, wherein: 

R is hydrogen, Ci-Ca allgrl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ca-Ca cycloalkyl, or (C3- 

Csjcycloalkyl) C1-C3 alkyl, or phenyl; 
Rais C3-C6 alkyl; 



537 



wo 02/49993 



PCTAJSOO/26816 



R3 is hydrogen, methyl, or ethyl; 

R4 is Ca-Cg alkyl, C2-C8 alkenyl, C2.C8 alkynyl, Cs-Cgcycloalkyl, (C3-8 cydoalkyljCi- 
C4allc^l, Ci-Cs haloalkyl, each or which may he unsubstituted or substituted 
with one or more substituents selected from halogen, nitre, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2.6 alkenyl, C2-6 allqmyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedioag^phenyl, methylenediox5^henyl, or phenyl with up to four groups 
independent^ selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl,' hydro^gr, acetoxy, Ci-Ce sJkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alko:^, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 

Cejalkoxy; and 

Ara is phenyl, phenyl(Ci-C4)aIhyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethojty, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2. 
Ce alkynyl, Ci-Ce alkojgr, amino, mono- or di(Ci-C6)alkylamino, ainino(Ci- 
Celalkoxy, carbosQrIic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is biqyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3cy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, €2-6 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alky]amino. 
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71.' A compoxind according to Claim 66, wherein: 

R is hydrogen, Ci-Cs allsyl, CorCe alkenyl, Ca-Ce alkynyl, Ca-Cs cycloalkyl, or (C3- 

C8)cycloalkyl) C1-C3 alkyl, or phenyl; 
Rsis C3-C6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedio3cyphenyl, methylenedioxyphenyl, phenyl{Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, inddfyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitre, cyano, triiluoromethyl, trifluoromethoxy, haloalkyl, hydro3^, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, amino(Ci'C6)alkoxy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(CrC6)aUQrlaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl; 

Ari is ethylenedio3^henyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, c^ano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, €2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino{Ci- 
C6)aiko3ty; 

Ara is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3Qr, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl^ Ci-Ce alkoxy, amino, mono- or di(Ci-C6)allQrlamino, amino(Ci- 
Cejalkoxy, carbo^^lic acid, esters of carboscylic adds, aminocarbonyl, mono 
or di(Ci-C6)aIlsylaminocarbonyl, N*-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 
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Ara is bicyclic oxygen-containing groups of the formula: 




\ ^ ^Rb 

wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, C2-6 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 

72. A compound of the formula: 



or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
m is 0, 1, or 2; 

R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloalkyl, alkoxy, 
mono- or dialkylamino, optionally substituted alkyl, optionally substituted 
alkenyl, optionally substituted alliynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyl)alkyl, 

optionally substituted carbocyclic aiyl, optionally substituted axylalkyl, 
optionally substituted heteroaiyl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
R2, R3, R3A, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloalkyl, and optionally substituted 
(cycloal]^l)allQrl; 




R 
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R and R3 may be joined to form an optionally substituted saturated carbocylic ring 
of from 5 to 8 members or an optionally substituted heterocyclic ringof from 
5 to 8 members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl]alkyl each of which may be 
optionally substituted; or 
is optionally substituted carbocyclic aryl, optionally substituted arylalkyl, 

optionally substituted heteroaiyl or heterdalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and R9 are independently chosen from H or optionally substituted all^l, 

optionally substituted alkenyl> optionally substituted alkynyl, optionally 
substituted cycloalkyl, (pycloalkyl)alkyl, haloallgrl, or the like. 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted aiylalliyl, optionally substituted heteroaiyl or heteroalicydic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

73. A compound according to Claim 72, wherein the compound exhibits an 
ICso of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

74. A compound according of the formula: 



or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
R is chosen from hydrogen, hydroxy, halogen, amino, cyano, nitro, haloall^l, alkoxy, 
mono- or diallQrlamino, optionally substituted alkyl, optionally substituted 
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alkenyl, optionally substituted alkynyl, optionally substituted cycloalkyl, 
optionally substituted (cycloalkyljalkyl, 

optionally substituted carbocyclic axyl, optionally substituted axylalkyl, 
optionally substituted heteroaiyl or heteroalicydic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 

R2 and R3 are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloall^l, and optionally substituted (qycloalkyl)alkyl; 

R and R3 may be joined to form an optionally substituted carbocylic ring of from 5 to 
8 members or an optionally substituted heterocyclic ring of from 5 ro 8 
members; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aryl, optionally substituted aiylalkyl, 

optionally substituted heteroaiyl or heteroalicydic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Ati is ethylenedio3cyphenyl, methylenedioxyphenyl, or; 

An and Ar2 are independently optionally substituted carbocyclic aryl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl or heteroaliqyclic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

75. A compound according to Claim 74, wherein R and R3 are not joined. 

76. A compound according to Claim 74, wherein: 
R is selected from 

i) hydrogen, halogen, hydro^cy, amino, elkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 
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ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)alkyl, each of which may 
be imsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3^, acetoxy, eJkoTsy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be substituted with up to four 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto3cy, allsyl, alkenyl, alkynyl, alkoxy, 
amino, and mono- or dialkylamino; 

Ra and R3 are independently selected from 

i) hydrogen, halogen, hydros, amino, alko^, mono- or diallQrlamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloallQrl, and (cycloalkyl)alkyl, each of which may 
be imsubstituted or substituted by one or more of halogen, nitro, c^ano, 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroxy, acetoxy, alko^Qr, amino, 
and mono- or dialkylamino; 

R4 is hydrogen or 

alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl, haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto^, alkyl, alkenyl, alkynyl, alkoxy, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenediojcyphenyl, phenylalhyl, chromanyl, 
pyrrolyl, friranyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pjrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofruanyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]i80xazolyl, quinolinyl, isoquinolinyl, 
cizmolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
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substituted or substituted with up to foxu* groups independently selected 
from halogen, nitro, pyano, trifluoromet±iyl, trifluoromethoxy, haloalkyl, 
hydro3^» acetoxy, alkyl, alkenyl, alkynyl, alkosy, eimino, mono- or 
diallcylamino, aminoalkoxy, carboinylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or dialkylaminocarbonyl, N- 

allg^lsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl and- 
X4RB, wherein X4 and Eb are as defined below; or 
R4 is a bicydic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected fiixjm halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojQ^, haloalkyl, hydroj^, acetoxy, allqrl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

Ari is ethylenedioxyphenyl, methylenediosyphenyl, or, 

Ari and Ara are independently chosen from 

i) phenyl, phenylallgrl, chromanyl, pjnrrolyl, fiiranyl, thienyl, pyrazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydros, acetoxy, alkyl, alkenyl, aUqmyl, alkoxy, amino, mono- or 
dialkylamino, aminoalkoxy, carboxylic acid, esters of carbo?^lic acids, 
aminocarbonyl, mono or diallQ^laminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl and - 
X4RB, wherein X4 and Rb are as defined below;, and 

ii) bicydic o^gen-containing groups of the formula; 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojqr, haloallcyl, hydroxy, acetos^, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occurrence from the group consisting of -CH2-, - 

CHRc-, -0-, -S(0)ni-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 

-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, "C(»0)NHS(0)a-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc» which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy, -O(alkyl), -NH(alkyl), 
"N(alkyl)(alkyl), -NHC(0)(allQrl), -N(allQrl)C(0)(alkyl), -NHS(0)x(alkyl). -S(OWalkyl), - 
S(0)xNH(alkyl), -S(0)xN(alkyl) (alkyl), (where x is 0, 1, or 2). 

77. A compound according to Claim 74, wherein: 
R is selected £rom 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alko:^, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Cs alkyl, Ca-Ce alkenyl, Qj-Ce alkynyl, Ca-Cs cycloalkyl, and (C3- 
Celcycloallq^l) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloallQrl, hydroxy, aceto3Qr, alko^Qr, amino, and mono- or di(Ci- 
C6)alkylamino, 
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iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, 
isothiazoiyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrasdnyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto^, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)alkylamino; 
Ra and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di{Ci- 
Cejalkylamino, cyano, nitro, haloallQ^l, and 

ii) Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (Ca-Cs 
cyclosdkyl) C1-C3 alkyl, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxy, acetoxy, CrCs alkoxy, amino, mono- or di(Ci- 
C6)alkylam]no; 

R4 is hydrogen or 

Ci-s allgrl, C2-8 alkenyl, alkynyl, Ca-scycloallgrl, (Ca^ cycloalkyl)Ci.4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3Qr, haloaUqrl, hydros, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
sUkynyl, Ci-Ce alko^, amino and mono-- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioxyphenyl, methylenedioiQrphenyl, phenylalkyl, chromanyl, 
pyrrolyl, furanyl, thienyl, p3TOzolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[dli80xazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
irom halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
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hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, 
mono- or cli(Ci-C6)all{ylamino, amino(Ci-C6)a}ko:^, carboxylic add, esters of 
carbosQrlic acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Celalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Rb are as defined below; or 
R4is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethos^, haloalkyl, hydrojgr, acetoxy, Ci-Ce all^l, 
C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkyIamino; 

Ati is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ara are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pjnrrolyl, furanyl, thienyl, pyiazolyl, imidazolyl, 

thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isoben2sofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxa2olyl, quinolinyl, isoquinolinyl, 
dnnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independent!/ selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, Ci-Ce alkyl, Cq^ alkenyl, C2-6 alkynyl, Ci-Cs alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic acid, esters of 
carbo3Qrlic acids, aiminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl, 
and -X4RB, wherein X4 and Rb are as defined below; and 

ii) bicyclic oxygen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho^, haloallsyl, hydrosgr, acetoxjr, Ci-Cg eJkyi, 
02-6 alkenyl, C2-6 alkynyl, Ci-Co alko^, amino, and mono- or di(Ci- 

Cejall^laniino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(«0)NH-, -C{=0)NRc-, -S(0)mNH-., -S(0)mNRc-, 
-NHC(«0)-, 

-NRcC(»0)-, -NHS(0)in-, -C(»0)NHS(0)m-, and -NRcS(0)a- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occxirrence from the group consisting of: 

hydrogen, straight, branched, or qrdic allsyl groups, which may contain 
one or more double or triple bonds, each of which may xmsubstituted or 
substituted with one or more sub8tituent(s) selected from: 
0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 alkyl), 
-N(Ci-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)(Ci-6 alkyl), -NHS(0)x(Ci-C6 alkyl), -S(0)x{Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 alkyl), -S(0)xN(Ci-C6 allsyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 

78. A compound according to Claim 74, wherein: 
R is hydrogen, halogen, hydroxy, Ci-Ce alkoxy, haloalkyl, Ci-Cs alkyl, C2-C6 alkenyl, 

C2-C6 alkynyl, Ca-Ca cycloalkyl, and (Cs-Cajcycloalkyl) C1-C3 alkyl, or 
R is phenyl substituted with up to five groups independently selected from halogen, 

nitro, qyano, trifluoromethyl, trifluoromethoxy, haloallQrl, hydroxy, acetoxy, 

Ci-Cs allgrl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkosy, amino, and mono- or 
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di(Ci-C6)alkylaiiiino, axninocarbonyl, svifonamido, mono or di(Ci- 
C6)alkylsulfonainido, 3,4-methylenediox7, and 3,4-(l,2-ethylene)dioxy; 

R2 is selected from Ci-Cs all^l, C2-C6 alkenyl, C2-C6 allQrnyl, Ca-Cs cycloallcyl, (Cs-Cs 
cycloalkyl) C1-C3 alkyl and haloalkyl; 

R3 is hydrogen Ci-Cs alkyl, Ca-Cg alkenyl, C2-C6 alkynyl; 

R4 is Ci-s alkyl, C2.8 alkenyl, C2-8 alltynyl, Ca-scycloalkyl, (C3.8 cycloalkyl)Ci.4alkyl, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifLuoromethyl, 
trifluoromethoT^, haloalkyl, hydros, aceto3sy, Ci-Ce alkyl, €2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alko:^, amino and mono- or di(Ci-C6)alkylanuno, 

R4 is phenyl, ethylenedioxyphenyl, methylenedio^henyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pjo^imidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifLuoromethyl, trifluoromethox^, haloalkyl, hydros^, aceto^^r, Ci-Ce alkyl,. 
02-6 alkenyl, €2^ alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)alkoxy, carbo:Q^lic acid, esters of carboxylic acids, 
aminocgirbonyl, mono or di(Ci-C6)alkylaniinocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl, 

R4 is a bic^clic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alko:}Qr, amino, and mono- or di(Ci- 
C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 
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i) phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 

dihydrobenzoftiranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]iso3cazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independentiy selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2.6 
alkynylj Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Cr 
Cejalkoxy, carbo^lic acid, esters of carbo^cylic acids, aminocarbonyl, mono 
or di(Ci-C6)all^laminocarbonyl, N-( Ci-C6)al]Qrlsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicyclic oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethojgr, haloalkyl, hydroxy, acetoxy, Ci-Cc alkyl, C2-6 
alkenyl, C2-6 alkyrnyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)aUqrlamino. 



R, R2, R3, R4, and Ara are as defined in Claim 78; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independentiy selected fi:^m halogen, nitro, cyano, trifluoromethyl, 
trifluorometho^, haloall^l, hydroxy, aceto:^, Ci-Ce alkyl, €2-6 alkenyl, Cq^ 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)all^lamino, and amino(Ci- 
Cajalkoxy. 

80. A compound according to Claim 78, wherein: 
R, R2, and R3 are as defined in Claim 78; 

Ari is ethylenedioxyphenyl, methylenediojQrphenyl, or phenyl with up to four groups 
independentiy selected fix>m halogen, nitro, cyano, trifluoromethyl, 




79. 



A compound according to Claim 78, wherein 
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trifluoromethoxy, haloalkyi, hydroxy, acetcwcy, Cj-Ce alkyl, C2-6 alkenyl, Cq^ 
alkynyl, Ci-Ce alkaxy, amino, mono- or di(Ci-C6)alkylainino, and aminofCi- 
C6)sJkoxy; 

R4 is C3.C8 alkyl, C2.C8 alkenyl, C2.Cfl alkynyl, Ca-CscycloaUQ^l, qycloalkyl)Ci. 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cejalkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedio3gn?henyl, phenyl(Ci-C4)alkyl, 
thienyl, p5rridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzop3]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluorometho:^, haloall^l, hydrosiy, aoetoxy, 
Ci-Ce allgrl, Chs alkenyl, €2-6 allQmyl, Ci-Ce alko^, amino, mono- or di(Ci- 
C6)alkylamino, amino(Ci-C6)alko3^, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]i80xazofyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
gdltynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
C6)alko2y, carboxylic acid, esters of CEurboxylic adds, aminocarbonyl, mono 
or di(Ci-C6)all^laminocarbonyl, N-( Ci-C6)all^lsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic oxygen-containing groups of the formula: 
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wherein Ife represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydrojcy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl» C2-6 alkynyl, Ci-Ce alkosy, amino, and mono- or di(Ci-C6)alkyIamino. 

81. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-Cs allcyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cg cycloalkyl, or (C3- 
C8)<ycloalkyl) C1-C3 alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethojgr, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, amino, and mono- or 
di(Ci-C6)aJlcylamino, aminocarbonyl, sufonamido, mono or di(Ci- 
Cejalkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dioxy; 

R2is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, C2.C8 alkenyl, C2-C8 allQniyl, Cs-Cscycloalkyl, (C3-8 cycloallqrl)Ci. 
C4alkyl, Ci-Cs haloalkyl, each or which may be imsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2^ alkenyl, C2-6 alkynyl, Ci-Ce alko^iy, amino and mono* or di(Ci- 
Cejalkylamino, 

R4 is phenyl, ethylenedio3^henyl, methylenedioxyphenyl, phenyl(Ci-C4)allQrl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzofbjthiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz(d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloallsyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2.6 alkenyl, C2.6 allynyl, Ci-Cg alkoxy, amino, mono- or di(Ci- 
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Cejalkylamino, amino(Ci-C6)alkoxy, carboscylic acid, esters of carbosylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyI, N-( Ci- 
C6)a3]jylsijlfonylaniinocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, l-piperidyl; 
An is ethylenedioxyphenyl, methylenedio3cyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
Silkynylt Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alko^; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Cg alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ca alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Cejalkoxy, carbo3^1ic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)allQrlaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ac2 is bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, C1-C6 alkyl, €2-6 
alkenyl, C2-6 alkynyl, Ci-Ce alko^, axnino, and mono- or di(Ci-C6]alkylamino. 

82. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alhynyl, Ca-Cg cycloalkyl, or (C3- 

Csjcycloalkyl) C1-C3 allgrl, or phenyl; 
Rais C3-C6 alkyl; 
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R3 is hydrogen, methyl, or ethyl; 

R4 is C3-C8 alkyl, Ca-Cs alkenyl, C2-C8 alliynyl, Ca-Cacycloalkyl, (Cs^ cycloallqrl)Ci- 
C4alkyl, Ci-Cs haloalkyl, each or which may be iinsubstituted or substituted 
with one or more substituents selected from halogen, nitro, qs^ano, 
trifluoromethyl, trifluorometho^cyr, haloalkyl, hydros, acetoxy, Ci-C© alkyl, 
02-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, c^ano, trifluoromethyl, 
trifluorometho3Qr, haloaUqrl, hydroxy, acetoxy, Ci-Ce alkyl, Ca^ alkenyl, C2.6 
alkynyl, Ci-Ce alko:^, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; and 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, p5rrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxBnyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, aceto^gr, Ci-Ce alkyl, C2.C6 alkenyl, C2- 

alkynyl, Cx-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, anuno(Ci- 
Cejalkoxy, carboj^Uc acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, l-piperidyl; or 

Ar2 is bicyclic oxygen--containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro^gr, aceto^, Ci-Ce alkyl, C2.6 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and iaono- or di(Ci-C6)alkylainino. 
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83. A compound according to Claim 78, wherein: 

R is hydrogen, Ci-Cs allgrl, C2-C6 alkenyl, Ca-Ce allsynyl, Ca-Ca cydoalkyl, or (C3- 

Cslcycloalkyl) C1-C3 alkyl, or phenyl; 
R2is C3-C6 elkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, P3a*a2anyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyI, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazoIyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected &om halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic add, esters of carboxyhc 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, l^pyrrolidinyl, 1-piperidyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2.6 alkenyl, Qt-e 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cejalkoxy; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2.6 
alkynyl, Ci-Ce alko3cy, amino, mono- or di(Ci-C6)alkylainino, amino(Ci- 
Cejalkoxy, carboxcylic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 
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Ar3 is bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydros, acetoxy, Ci-Ce alkyl, Ca-e 
alkenyly C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



or pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
m is 0, 1, or 2; 

R2, R3, RsA, Rs, and Re are independently selected from hydrogen, hydroxy, halogen, 
amino, cyano, nitro, haloalkyl, alko;^, mono- or diallcylamino, optionally 
substituted alkyl, optionally substituted alkenyl, optionally substituted 
alkynyl, optionally substituted cycloallcyl, and optionally substituted 
(cycloalkyrljalkyl; 

R4 is alkyl, alkenyl, alkjmyl, cycloallcyl, (cycloalkyljalkyl each of which may be 
optional^ substituted; or 

R4 is optionally substituted carbocyclic aiyl, optional^ substituted arylalkyl, 

optionally substituted heteroaryl or heteroalicyclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

Rs and R9 are independently chosen from H or optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted all^yl, optionally 
substituted cycloall^l, (cycloalkyljalkyl, haloalkyl, or the like. 



84. A compound of the formula: 
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Ari is ethylenedio^Qrphenyl, methylenedioxyphenyl, or; 

Ari and Atq are independently optionally substituted carbocyclic aiyl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl or heteroalicydic 
group having from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 
heteroatoms. 

85. A compound according to Claim 84, wherein the compound exhibits an 
ICso of luM or less in an assay of C5a mediated chemotaxis or calcium mobilization. 

86. A compound according of the formula: 



or a phaimaceutically acceptable salt, prodrug or hydrate thereof, wherein: 

R2 and Rs are independently selected from hydrogen, hydroxy, halogen, amino, 

cyano, nitro, haloalkyl, alkoxy, mono- or dialkylamino, optionally substituted 
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, 
optionally substituted cycloallgrl, and optionally substituted (cycloalkyl)allqrl; 

R4 is alkyl, alkenyl, alkynyl, cycloalkyl, (cycloalkyl)alkyl each of which may be 
optionally substituted; or 

R4 is optionally substituted carbocyclic aiyl, optionally substituted aiylalkyl, 

optionally substituted heteroaiyl or heteroaliqrclic group having from 1 to 3 
rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; and 

An is ethylenedioxyphenyl, methylenedioJOThenyl, or; 

Ari and Ar2 are independently optionally substituted carbocyclic aiyl, optionally 
substituted aiylalkyl, optionally substituted heteroaiyl or heteroalicyclic 
group having frx>m 1 to 3 rings, 3 to 8 members in each ring and from I to 3 
heteroatoms. 
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87. A compound according to Claim 86, wherein: 
R is selected from 

i) hydrogen, halogen, hydro^^r, amino, alko3^, mono- or diallsylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloalkyl, and (cycloalkyl)allq^l, each of which may 
be unsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallg^l, hydroxy, acetoxy, alkoxy, amino, 
and mono- or dialkylamino, 

iii) phenyl, pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazofyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pjnimidyl, pyrazinyl, each of which may be substituted with up to four . 
groups independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloallcyl, hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, 
amino, and mono** or dialkylamino; 

R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, alkoxy, mono- or dialkylamino, cyano, 
nitro, haloalkyl, and 

ii) alkyl, alkenyl, alkynyl, cycloallQrl, and (cycloalkyl)alkyl, each of which may 
be Tinsubstituted or substituted by one or more of halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydro3cy, acetoxy, alkoxy, amino, 
and mono- or diall^lamino; 

R4 is hydrogen or 

alkyl, alkenyl, allc^yl, cycloalkyl, (<^cloall^l)al]Qrl,. haloalkyl, each or which 
may be unsubstituted or substituted with one or more substituents selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, aceto3Qr, alkyl, alkenyl, alkynyl, alkosgr, amino and mono- or 
dialkylamino, 

R4 is phenyl, ethylenedio^^henyl, methylenedio^rphenyl, phenylaUqrl, chromanyl, 
pyrrolyl, furanyl, thienyl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl. 
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oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, bexmznidazolSyl, naphthyl, indolyl, indanyl, isoindolyl, 
benzofuranyl, isobenzofuranyl, ben2o[blthiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxo^l, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, aUgntiyl, alko:iQr, amino, mono- or 
dialkylamino, aminoalko^^r, carboxylic acid, esters of carboxylic acids, 
aminocarbonyl, mono or diallcylaminocarbonyl, N- 

alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyI, 1-piperidyl and- 
X4RB, wherein X4 and Rb are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, qyano, 
trifluoromethyl, trifluoromethojcy, haloalkyl, hydroxy, acetojcy, alkyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 

An is ethylenediox5rphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, furanyl, thienyl, pyrazolyl, unidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzofuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d)isoxa2olyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxsr, haloalkyl, 
hydroxy, acetoxy, alkyl, alkenyl, alkynyl, alkoxy, amino, mono- or 
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dialkylamino, aminoalkoxy, carboxylic acid, esters of carboxylic adds, 
axninocarbonyl, mono or dialkylaminocarbonyl, N- 

aUQrlsulfonylaniinocarbonyl, I-azetidinyl, l-p3nTolidinyI, 1-piperidyl and - 
X4RB, wherein X4 and Rb are as defined below;, and 
ii) bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, triiluoromethoxy, haloall^l, hydroxy, acetoxy, albyl, alkenyl, 
alkynyl, alkoxy, amino, and mono- or dialkylamino; 
X4 is independently selected at each occxirrence from the group consisting of -CH2-, - 

CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)aiNRc-, 

-NHC(=0)-, 

-NRcC(==0)-, -NHS(0)m-, -C(=0)NHS(0)ni-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the same or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydrojcy, -0(alkyl), -NH(aIkyl), 
-N(alkyl)(all^l), "NHC{0)(alkyl), -N(alkyl)C(0)(allQrl), -NHS(0)x(alkyl), -SCOlxfalkyl), . 
S(0)xNH(alkyl), -S(0)xN(allqrl)(alkyl), (where x is 0, 1, or 2). 

88. A compound according to Claim 86, wherein: 
R is selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloall^l, and 
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ii) Ci-Cs allqrl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, and (C3- 
CsjcycloaUqrl) C1-C3 alkyl, each of which may be unsubstituted or substituted 
by one or more of halogen, nitro, cyano, trifluoromethyl, trifluorometho^iy, 
haloallgri, hydroxy, acetoicy, alkoxy, amino, and mono- or di(Ci- . 
C6)aIkylamino, 

ill) phenyl, pyrrolyl, furanyl, thienyl, p3nrazolyl, imidazolyl, thiazolyl, 
isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyrimidyl, pyrazinyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce alljynyl, Ci-Ce alkoxy, amino, and mono- or 
di(C i-C6)alkylamino; 
R2 and R3 are independently selected from 

i) hydrogen, halogen, hydroxy, amino, Ci-Ce alkoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, haloalkyl, and 

ii) Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, Ca-Cs cycloalkyl, and (Ca-Ca 
cycloalkyl) C1-C3 allQ^l, each of which may be unsubstituted or substituted by 
one or more of halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloallQrl, hydroxy, acetoxy, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Celalkylamino; 

R4 is hydrogen or 

Ci^ eHkyl, C2-8 alkenyl, C2-8 alkynyl, Ca-acycloallgrl, (Ca-s cycloalkyl)Ci-4allq^l, 
haloalkyl, each or which may be unsubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, Ca^ 
alkynyl, Ci-Ce alkojQr, amino and mono- or di(Ci-C6)alkylamino, 
R4 is phenyl, ethylenedioj^henyl, methylenedioxyphenyl, phenykdkyl, chromanyl, 
pyrrolyl, furcmyl, thienyl, pyrazoljrl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazofyl, oxadiazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidyl, 
pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, isoindolyl, 



561 



wo 02/49993 



PCT/USOO/26816 



benzofuranyl, isobenzoftiranyl, bezizo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benzld]isoxazolyl, qioinolinyl, isoquinolinyl, 
cijinolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen^ nitro, cyano, trifluoromethyl, trifluoromethos^, haloallcyl» 
hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, Ca-e alkynyl, Ci-Ce alkoxy, amino, 
mono- or di(Ci-C6)alkylamino, arQino(Ci-C6)alko^, carboxylic acid, esters of 
carboxylic acids, aminocarbonyl, mono or di(Ci-C6)allcylaminocarbonyl, N-( 
Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, - 
X4RB, wherein X4 and Re are as defined below; or 
R4 is a bicyclic oxygen-containing group of the formula: 



wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Cg alko^, amino, and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from 

i) phenyl, phenylalkyl, chromanyl, pyrrolyl, fiiranyl, thienyl, pyrazolyl, imidazolyl, 
thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, indolyl, indanyl, 
isoindolyl, benzofuranyl, isobenzoiuranyl, benzo[b]thiophenyl, benzodioxanyl, 
benzodioxinyl, benzodioxolyl, benz[d]isoxazolyl, quinolinyl, isoquinolinyl, 
cinnolinyl, quinazolinyl, or quinoxalinyl, each of which may be optionally 
substituted or substituted with up to four groups independently selected 
from halogen, nitro, cyano, trifluoromethyl, triiluoromethosy, haloalkyl, 
hydroxy, aceto?^, Ci-Ce alkyl, C2-6 alkenyl, C2<€ allQmyl, Ci-Ce alko^, amino, 
mono- or di(Ci-C6)alkylamino, amino(Ci-C6)aIko^, carboxylic acid, esters of 
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carbojqrlic acids, aminocarbonyl, mono or di(Ci-C6)alkylaininocarbonyl, N-( 
Ci-Cejalkylsulfonylaininocarbonyl, 1-azetidinyl, l-pyrrolidinyl, l-piperidyl, 
and -X4RBf wherein X4 and Rb are as defined below; and 
ii) bi(^clic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifLuorometho^, haloallQrl, hydroxy, aceto^Qr, Ci-Ce alkyi, 
C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci- 
C6)alkylamino; 

X4 is independently selected at each occurrence from the group consisting of -CH2-, - 
CHRc-, -0-, -S(0)m-, -NH-, -NRc-, -C(=0)NH-, -C(=0)NRc-, -S(0)mNH-, -S(0)mNRc-, 
-NHC(=0)-, 

-NRcC(=0)-, -NHS(0)m-, -C(=0)NHS(0)m-, and -NRcS(0)m- (where m is 0, 1, or 2); 
and 

Rb and Rc, which may be the scune or different, are independently selected at each 
occurrence from the group consisting of: 

hydrogen, straight, branched, or cyclic alkyl groups, which may contain 
one or more double or triple bonds, each of which may unsubstituted or 
substituted with one or more substituent(s) selected from: 
0x0, hydroxy, -0(Ci-C6 alkyl), -NH(Ci-C6 allqrl), 
-N(Cx-C6 alkyl)(Ci-C6 alkyl), -NHC(0)(Ci-C6 alkyl), -N(Ci-C6 
alliyl)C(0)(CM alkyl), -NHS(0)x(Ci.C6 alkyl), -S(0)x(Ci-C6 alkyl), - 
S(0)xNH(Ci-C6 allQrl), -S(0)xN(Ci-C6 alkyl)( Ci-Ce alkyl), (where x is 
0, 1, or 2). 

89. A compoimd according to Claim 86, wherein: 
R is hydrogen, halogen, hydroxy, Ci-Ce alkoxy, haloalkyl, Ci-Cs alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, Ca-Cs qycloalkyl, and (C3-C8)<^cloalkyl) C1-C3 alkyl, or 
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R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluorometho:gr, haloalkyl, hydroxy, acetoxy, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-Ce alkoxy, ammo, and mono- or 
di(Ci-C6)all^laniino, aminocarbonyl, sufonamido, mono or di(Ci- 
C6)alkylsulfonamido, 3,4-methylenedioxy, and 3,4-(l,2-ethylene)dio5ty; 

R2 is selected from Ci-Cs alkyl, Ca-Ce alkenyl, C2-C6 alkynyl, Ca-Ca cycloalkyl, (C3-C8 
cycloalkyl) C1-C3 alkyl and haloalkyl; 

R3 is hydrogen Ci-Cs alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl; 

R4 is Ci-8 aUcyl, C2.8 alkenyl, C2-8 alkynyl, Ca^cydoalkyl, (C3-8 Qrcloallgrl)Ci-4alkyl, 
haloall^l, each or which may be luisubstituted or substituted with one or 
more substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3ty, haloalkyl, hydrosgr, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino and mono- or di{Ci-C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenediojQ^henyl, phenyl(Ci-C4)allQrl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be substituted with up to 
five groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallgrl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, Ca-e alkynyl, Ci-Ce alkojcy, amino, mono- or di(Ci-C6)alkylamino, 
amino(Ci-C6)€dkoxy, carbo:!^lic acid, esters of carboxylic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkyrlsulfonylaminocarbonyl, l-azetidinyl, 1-pyrrolidinyl, 1-piperidyl, 

R4is a bicyclic oxygen-containing group of the formula: 




wherein Ra represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethosQr, haloalkyl, hydroxy, acetoxy, Ci-C© alkyl, 
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C2.6 alkenyl, C2-6 aH^myl, Ci-Ce alkojcy, aminos and mono- or di(Ci- 

Celalkylanuno; 
Ari is ethylenedio:^henyl, methylenedioxyphenyl, or; 
Ari and Ar2 are independently chosen from 

i) phenyl, phenyl(Ci-C4)allQrl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chiiomanyl, 

dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, and benz[d]isoxazolyl, each of 
which may be optional^ substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifLuoromethoxy, haloalkyl, hydroxy, aceto^iy, Ci-^Ce alkyl, C2^ alkenyl, Ca-e 
alkynyl, Ci-Ce alko:f^, aminos mono- or di(Ci-C6)alkylamino, anuno(Ci- 
Cejalkoxy, carboxylic acid, esters of carboxylic acids, aminoceirbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

ii) bicycUc oxygen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3Qr, haloalkyl, hydro:^, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2.6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 



R, R2, R3, R4, and Ar2 are as defined in Claim 89; 
Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)al]Qrlamino, and amino(Ci- 
Cejalkoxy. 




90. 



A compound according to Claim 89, wherein 
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91. A compound according to Claim 89, wherein: 
R» Ra, and Rs are as defined in Claim 89; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoscy, haloalkyl, hydroxy, acet03^, Ci-Ce alkyl, Ca-e alkenyl, C2-6 
alkynyl, Ci-Ce alko3Qr, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Celalkoxy; 

R4 is C3-C8 alkyl, Ca-Cs alkenyl, C2-C8 alkynyl, Cs-Cgc^cloalkyl, (Cs^ 9ycloall^l)Ci. 
C4alkyl, Ci-Cs haloall^l, each or which may be imsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, ethylenedioxyphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pyridyl, pyrimidyl, pyraanyl, chromanyl, dihydrobenasofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Ce alkyl, C2-6 alkenyl, C2^ alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejalkylamino, amino(Ci-C6)alkosy, carboxylic acid, esters of carboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alI^laminocarbonyl, N-( Ci- 
C6)all^l8ulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, psnrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz(d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
indei)endently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho^, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C3.6 alkenyl, C2.6 
alkynyl, Ci-Ca alkoxy, amino, mono- or di(Ci-C6)alIgrlamino, amino(Ci- 
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C6)alkoxy, carboxylic acid, esters of carbo3cylic adds, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl» N-( Ci-Cejalliylsulfonylaininocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 
Ar2 is bicydic o^gen-containing groups of the formula: 



wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl> hydroxy, aceto^cy, Ci-Ce alkyl, C2-6 
alkenyl, allsynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylaniino. 



R is hydrogen, Ci-Cs allgrl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, or (C3- 
Csjcycloalkyl) Ci-Ca alkyl, or 

R is phenyl substituted with up to five groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloaUgrl, hydroxys, acetojqr, 
Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ci-C^ alkoxy, amino, and mono- or 
di(Ci-C6)al]Qrlainino, aminocarbonyl, sufonamido, mono or di(Ci- 
Celalkylsulfonamido, 3,4-methylenedioxy, and 3,4-{l,2-ethylene)dio3Ey; 

R2 is C3-C6 alkyl; 

R3 is hydrogen, methyl, or ethyl; 

R4 is C3.C8 alkyl, C2.C8 alkenyl, C2.C6 alkynyl, Cs-Cscycloalkyl, (C3-8 qycloalkyl)Ci. 
CUallo^l, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluorometho3Qr, haloall^l, hydro3cy, acetoxy, Ci-Ce alkyl, 
C2.6 alkenyl, C2-6 alkynyl, Ci-Ce alko:qr, amino and mono- or di(Ci- 
C6)alkylamino, 

R4 is phenyl, ethylenedioayphenyl, methylenedioxyphenyl, phenyl(Ci-C4)alkyl, 
thienyl, pjrridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[b]thiophenyl, benzodioxanyl, benzodioxinyl. 




92. 



A compoimd according to Claim 89, wherein: 
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benzodioxolyl, benz[d]isQxazoIyl, each of which may be optionally substituted 
or substituted with up to four groups ind^>endently selected from halogen^ 
nitro, cyano^ tiifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetos^, 
Ci-Cd alkyl, C2-6 alkenyl, €2-6 alkynyl, Ci-Cs alkoxy, amino, mono- or di(Ci- 
C6)alkylainino, a2nino(Ci-C6)aUcoxy, carbo^^lic acid, esters of cEirboxylic 
acids, aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Celalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, 1-piperidyl; 
Ari is ethylenedio3Qrphenyl, methylenedioayphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluorometho3^, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
C6)alkoxy; 

Ar2 is phenyl, phenyl(Ci-C4)allQrI, thienyl, pyridyl, p3n±mdyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, qyano, trifluoromethyl, 
trifluoromethoxy, haloall^l, hydroxy, acetoxy, Ci-Ce alkyl, €2^ alkenyl, C2-6 
alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino{Ci- 
Cejalkoxy, carboxylic acid, esters of carbo^lic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-C6)allcyl8u]fonylaminocarbonyl, 1- 
azetidinyl, l-pjmrolidinyl, 1-piperidyl; or 

Ar2 is bi(^clic o^gen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroscy, acetoxy, Ci-Ce alkyl, C2-6 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)alkylamino. 
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93. 



A compound according to Claim 89, wherein: 



R is hydrogen, Ci-Cs alkyl, Ca-C© alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, or (C3- 

Cslcycloalkyl) C1-C3 alkyl, or phenyl; 
R2 is C3-C6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is C3.C8 alkyl, C2-C8 alkenyl, Ca-Cs alkynyl, Ca-Cscycloalkyl, (C3-8 cycloalkyljCi- 
C4alkyl, Ci-Cs haloalkyl, each or which may be unsubstituted or substituted 
with one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloall^l, hydroxy, acetoxy, C1-C6 alkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-C^ alkoxy, amino and mono- or di(Ci- 
Cejalkylamino; 

Ari is ethylenedio^Q^henyl, methylenedioxyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, alkenyl, C2-6 
alkynyl, Ci-Ce alko?^, amino, mono- or di(Ci-C6)alkylamino, and amino(Ci- 
Cejalkoxy; and 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroagr, acetoxy, Ci-Ce alkyl, C2-C6 alkenyl, C2- 
Ce alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci- 
Ct)Qlkoxy, carboxylic add, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)alkylaminocarbonyl, N-( Ci-Cejalkylsxilfonylaniinocarbonyl, 1- 
azetidinyl, 1-pyrrolidinyl, 1-piperidyl; or 

Ar2 is bicyclic o^grgen-containing groups of the formula: 
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wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, Ca-e 
alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino, and mono- or di(Ci-C6)aUQ^lamino. 

94. A compoxind according to Claim 89, wherein: 

R is hydrogen, Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 all^^nyl, Ca-Cs cycloalkyl, or (C3- 

Cslcycloalkyl) C1-C3 alkyl, or phenyl; 
Rais C3-C6 alkyl; 
R3 is hydrogen, methyl, or ethyl; 

R4 is phenyl, ethylenedio3Q^henyl, methylenediossyphenyl, phenyl(Ci-C4)al]Qrl, 
thienyl, pyridyl, pyrimidyl, pyrazinyl, chromanyl, dihydrobenzofuranyl, 
naphthyl, indolyl, indanyl, benzo[blthiophenyl, benzodioxanyl, benzodioxinyl, 
benzodioxolyl, benz[d]isoxazolyl, each of which may be optionally substituted 
or substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetos^f 
Ci-Ce alkyl, alkenyl, alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci- 
Cejall^lamino, amino(Ci-C6)alkoxy, carbo^Qrlic acid, esters of carbosQrlic 
acids, aminocarbonyl, mono or di(Ci-C6]al]{ylaminocarbonyl, N-( Ci- 
C6)alkylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, 1-piperidyl; 

Ari is ethylenedio3typhenyl, methylenediojcyphenyl, or phenyl with up to four groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydros, acetoxy, Ci-Ce alkyl, €2^ alkenyl, C2-6 
allgniyl, Ci-Ce elkoxy, amino, mono- or di(Ci-C6)aikylamino, and amino(Ci- 
C6)alkoxy; 

Ar2 is phenyl, phenyl(Ci-C4)alkyl, thienyl, pjoidyl, pyrimidyl, p5n-azinyl, chromanyl, 
dihydrobenzofuranyl, naphthyl, indolyl, indanyl, benzo[b]thiophenyl, 
benzodioxanyl, benzodioxinyl, benzodioxolyl, or benz[d]isoxazolyl, each of 
which may be optionally substituted or substituted with up to fotu* groups 
independently selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydroiiy, acetoxy, Ci-Ce alkyl, Ca^ alkenyl, 
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alkynyl, Ci-Ce alkoxy, amino, mono- or di(Ci-C^)aIkylamino, amino(Ci- 
C6)aIko3^, carbo^lic acid, esters of carboxylic acids, aminocarbonyl, mono 
or di(Ci-C6)all(ylaminocarbonyl, N»( Ci-C6)alkylsulfonylaminocarbonyl, 1- 
azetidinyl, l-pyrrolidinyl, 1-piperidyl; or 
Ar2 is bicyclic oxygen-containing groups of the formula: 




wherein Rb represents 0 to 3 groups selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethosgr, haloalkyl, hydro3Qr, acetoagr, Ci-Ce alkyl, C2-6 
alkenyl, Ca^ alkynyl, Ci-Ce alkoxy, amino, and mono- or dilCi-Cejalkj^lamino. 

95. A compound according to Claim 1 of the formula 




R2 



or a phaxmaceutically acceptable salt, prodrug or hydrate thereof, wherein: 
Xs is C, N or CH; 
misO, 1, 2, or 3; 

Ari is chosen from optionally substituted carbocyclic azyl, optionally substituted 
aiylalkyl, optionally substituted heteroatyl or heteroalicyclic group having 
from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms; 
and 

Ri and R2 are independently chosen from Ci-s alkyl, C2S alkenyl, Ca^ alkynyl, C3. 
scycloalkyl, (€3^ cycloalk7l)Ci.4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoay, haloalkyl, hydrosg^, acetoxy, Ci-Ce 
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allgrl, C2.6 alkenyl, Cort alkynyl, Ci-Ce alko^, amino and mono- or (ii(Ci- 
C6)al]Qrlamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylallQrl, imidazolyl, imidazolylall^l, pyridyl, pjnidylalkyl, pyrimidyl, 
pyrimdylalkyl, pjnrazinyl, P3nrazinylalkyl, indolyl, indolylalkyl, indanyl, 
indeinylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylallqribenzodioxolylalkyi, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydro^Qr, acetoxy, Ci-Ce all^l, C2^ alkenyl, C2^ aUcynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alko:Qr, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-Celalkylsulfonylaminocarbonyl, 1-a^etidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

96. A compotind according to Claim 95 of the formula: 



Ar2 




Ari 



or a pharmaceutically acceptable salt thereof, wherein: 
Ri is as defined in Claim 95; 

m is 1, 2, or 3; 
n is 1, 2, or 3; 

represents a carbon chain that may be substituted with hydrogen, halogen, 
cyano, nitro amino, mono or diallcyl amino, alkenyl, alkynyl, alkoxy. 
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trifluoromethyl, trifluoromethoxy, straight or branched chain alkyl, or 
cycloalJQrl; 

Ari and Ara independently optionally substituted carbocyclic aryl, optionally 

substituted aiylall^rl, optionally substituted heteroaiyl or heteroalicyclic 
group having from 1 to 3 rings, 3 to S members in each ring and from 1 to 3 
heteroatoms; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, alko^, acetoxy, mono- or diallcylamino, cyano^ nitro, haloalkyl, alkyl, 
alkenyl, allQmyl, cycloalkyl, (cycloalkyl)alkyl, hydroxy carbonyl (COOH), 
aminocarbonyl (CONH2), mono or diaUQ^laminocarbonyl, sulfonamido, and 
mono or dialkylsulfonamido. 

97. A compound according to Claim 96, wherein the compound exhibits 
an ICso of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 

98. A compound according to Claim 96, wherein 
n, m, and Ri are defined as in Claim 96; 

Ari is independently chosen from phenyl, pyridyl, and pyrimidinyl each of which is 
optionally optionally substituted or substituted with up to 4 groups 
independently chosen from hydrogen, halogen, hydro:^, amino, Ci-Ce 
alko>^, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Cd haloalkyl, 
Ci-Ce alkyl, Ca-C© alkenyl, Ca-Ce alkynyl, Cs-Cs cycloalkyl, (Ca-Csqrcloalkyl) 
Ci-Caalkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamide, 3,4-methylenedioxy, 
ethylenedioxy, and mono or difCi-Cejalkylsulfonamido; and 

Ara represents suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is 
optionally optionally substituted or substituted with up to 4 groups 
independentiy chosen from hydrogen, halogen, hydroxy, amino, Ci-Cg 
alkoxy, acetoxy, mono- or di(Ci-C6)alhylamino, cyano, nitro, Ci-Ce haloalkyl, 
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Ci-Cc alkyl, C2-C6 alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, (Ca-Cstycloalkyl) 
Ci-Csalkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 
di(Ci-Ce)alkylaniinocarbonyl, stdfonamido, 3,4-methylenedioxy, 
ethylenedioTQT, and mono or di(Ci*C6)al]cylsulfonamido. 

99. A compound according to Claim 95 of the formula 



R, R3, and Rs each represent up to 5 groups independently chosen from hydrogen, 
halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci- 
C6)alkylamino, cyano, nitro, Ci-Ce haloallqrl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
allQniyl, Ca-Cs cycloalkyl, (Cs-Cscydoalkyl) Ci-Caallcyl, hydroxy carbonyl 
(COOH), aminocarbonyl (C0NH2]y mono or di(Ci-C6)alkylaminocarbonyl, 
sulfonamido, and mono or di(CrC6)aUsylsulfonamido; and represents 
suberanyl, indanyl, tetrhydronaphtyl, or indolyl, each of which is optionally 
optionally substituted or substituted with up to 4 groups independently 
chosen from hydrogen, halogen, hydro:i^, amino, Ci-Ce alkoxy, acetoj^, 
mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloaJkyl, Ci-Co alkyl, 02- 
Ce alkenyl, C2-C6 alkynyl, Ca-Cs cycloalkyl, (Ca-Cscycloalkyl) Ci-Caalkyl, 
hydros carbonyl (COOH), aminocarbonyl (CONH2), mono or di(Ci- 
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C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedi6xy, ethylenedioxy, and 
mono or di(Ci-C6)alk/lsulfonainido. 
Ri is chosen from Ci-s allcyl, C2-8 alkenyl, C2.8 alkynyl, C3-8<ycloalkyl, (C3-8 
cycloaUorljCi^all^l, each or which may be unsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce edkyl, 
C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)alkylamino, or 

Ri is chosen from phenyl, phenylalkyl, chromanyl, chromanylalkyl, imidazolyl, 
imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, pyrimdylalkyl, Kn:Bzinyl, 
pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 
azaimidazop3rridyl, benzimidazoyl, ben^midazoylalkylbenzodioxolylalkyl, or 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallQrl, hydroxy, acetoxy, Ci-Ce alkyl, 
02-6 alkenyl, €2^ allQniyl, Ci-Ce alkoay, amino, mono- or di(Ci-C6)alkylamino, 
aniino(Ci-C6)alkoxy, carboxylic acid, esters of carbos^lic adds, 
aminocarbonyl, mono or di(Ci-C6)alkylaminocarbonyl, N-( Ci- 
Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, l-pyrrolidinyl, and l-piperidyl; 

100. A compotuid according to Claim 95 of the formula: 



or a pharmaceutically acceptable salt or prodrug, thereof, wherein: 
R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, alkoxy, aceto^, mono- or dialkylamino, c^ano, nitro, haloalkyl, all^l, 
alkenyl, allgrnyl, cydoalkyl, (cycloalkyl)alkyl, hydroj^ carbonyl (COOH), 
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aminocarbonyl (CONH2), mono or di(Ci-C6)alkylainmocarbonyl, sulfonamido, 
3,4-methylenedio}Qr, ethylenedio:^, and mono or dialJkylsiilfonamido; 
Ri and Ra are independently chosen from Ci^ alkyl, C2-8 alkenyl, C2-8 allqmyl, C3- 
scycloallQrl, (C3.8 Gycloall^l)Ci^alkyl» each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethojcy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2-6 alkenyl, C2-6 allg^yl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
C6)allcylamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyiimidyl, 
pyrimdylalkyl, pyrazinyl» pyrazinylallsyl».indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazop3nidyl, azaimidazoi^dyl, benzimidazoyl, 
benzimidazoylallQrlbenzodioxolylalltyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, qrano, trifluoaromethyl, trifluorometho:^, 
haloalkyl, hydroxy, aceto^, Ci-Ce alkyl, €2-6 alkenyl, Ca^ alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Cejalkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from optionally substituted carbocyclic aiyl, optionally substituted 
arylalkyl, optionally substituted heteroaiyl, optionally substituted 
heteroaxylalkyl, or an optionally substituted heteroalicyclic, 
heteroalipydicalkyl group having from 1 to 3 rings, 3 to 8 members in each 
ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 
methylenedioxyphenyL 

101. A compound according to Claim 100, wherein the compound exhibits 
an ICso of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 
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102. A compound according to Claim 100, wherein 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alko^iy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, Cg-Ce aUcynyl, Ca-Cs cycloalkyl, (C3- 
Cscycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 
mono or di(Ci-C6)alkylaminocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedioxy, and mono or di(Ci-C6)alkylsulfonamido; 

Ri and R2 are independently chosen from Ci^ aXkyly alkenyl, C2^ all^yl, C3- 
gcycloallQrl, (C3-8 cycloalkyl)Ci.4alkyl, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, aceto3Qr, Ci-Ce 
alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Ce)alkylamino, or 

Ri and R3 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylall^l, pyridyl, pyridylalkyi, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazinylall^l, indolyl, indolylalkyl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
haloalkyl, hydroxys, acetoxy, Ci-Ce alkyl, C2-6 alkenyl, Cz^ alkynyl, Ci-Ca 
alkojiy, amino, mono- or di(Ci-C5)alkylamino, amino(Cx-C6)alkoxy, carboxylic 
acid, esters of carbosQrlic acids, aminocarbonyl, mono or di(Ci- 
Cfijalkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and l-piperidyl; 

Ari is chosen from ethylenedio^Qrphenyl, methylenedios^henl, phenyl, p3rrrolyl, 
imidazolyl, pyrazolyl, triazolyl, thiophenyl, and pyridyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, 
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haloalkyl, hydroxy, acet03cy, Ci-Ce alkyl, C2.6 alkenyl, C2-6 alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carbo^Qrlic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
C6)alkylaxninocarbonyl, and N-(Ci-C6)alkylsulfonylaminocarbonyl; and 

103. A compound according to Claim 102, of the formula 



R2 is as defined in Claim 102; 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylainino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, Cg-Ce alkenyl, and C2-C6 alkynyl; and 

Ri is Ci-Cealkyl, Ca-Cscycloalkyl, (Cs-Cs cycloalkyl)Ci-C4allo^l, phenyl, phenylCi- 

Cealkyl, chromanyl, chromanylCi-Cealli^ly imidazolyl, imidazolylCi-Cealkyl 
,pyridyl, pyridylCi-Cealkyl, pyrimidyl, pyrimidylCi-C6alkyl,pyrazinyl, 
pyrazinylCi-Cealkyl, indolyl, indol/lCi-Cealkyl, indanyl, indanylCi-Ceallgrl, 
benzodioxolyl, or benzodioxolylCi-Cealkyl each or which may be 
unsubstituted or substituted with up to 4 substituents selected from 
halogen, nitro, cyano, trifluoromethyl, trifluorometho^Qr, haloalkyl, hydroxy, 
aceto^, Ci-Ce alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-Ce alko^, amino and 
mono- or di(Ci-C6)allqrlamino. 

104. A compound according to Claim 102, of the formula: 




wherein: 



578 



[ 

wo 02/49993 PCT/USOO/26816 




wherein: 

Rx represents up to 4 groups independent^ chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alko^Qr substituted with 0-2 R2, acetoxy, mono- or 
di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, 
and C2-C6 alkynyl; 

Ri is phenyl, phenylCi-Ce allcyl, C3-C8 cycloalkyl, Cs-Cs cycloalky(Ci-C4 alkyl), 
naphthyl, napthylCi-C^alkyl, indanyl, indanylCi-Ce alkyl, benzodioxolanyl, or 
benzodioxolanylCi-C6 alkyl, each of which may be substituted up to 4 
groups chosen from halogen, hydro3Qr, amino, Ci-Ce alkoxy, aceto:^, mono- 
or di(Ci-C6)alkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl; and 

R2 is chosen from Ci^ alkyl, C2.8 alkenyl, C2-8 alkynyl, Ca-scycloalkyl, {C3-8 
cycloalkyl)Ci-4allcyl, each or which may be imsubstituted or substituted with 
one or more substituents selected from halogen, nitro, cyano, 
trifiuoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce alkyl, 
Ca^ alkenyl, Ca^ allgmyl, Ci-Ce alkoxy, amino and mono- or di(Ci- 
Cfijall^lamino, or 

R2 is chosen from phenyl, phenylalkyl, chromanyl, chromanylaUcyl, imidazolyl, 
imidazolylalkyl, pyridyl, pyridylall^l, p3rrimidyl, pyrimdylalkyl, pyrazinyl, 
pyrazinylalkyl, indolyl, indolylalkyl, indanyl, indanylalkyl, imidazopyridyl, 
azaimidazopyrkiyl, ben2dmidazoyl, beiizimidazoylalkylbenzodioxolylalkyl, or 
benzodioxolyl, each of which may be optionally substituted or substituted 
with up to four groups independently selected from halogen, nitro, cyano, 
trifluoromethyl, trifluoromethoxy, haloallQrl, hydro3^, acetoxy, Ci-Ce alkyl, 
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C2-6 alkenyl, C2-6 all^yl, Ci-Ce alkoxy, amino, mono- or di(Ci-C6)alkylaniino, 
amino(Ci-C6)alko3Qr, carboxylic acid, esters of carbo^^lic acids, 
aminocarbonyl, mono or di(Ci-C6)alkylaniinocarbonyl, N-( Ci- 
Celallcylsulfonylaminocarbonyl, 1-azetidinyl, 1-pyrrolidinyl, and 1-piperidyl; 

105. A compound according to Claim 102 wherein: 
R2 is as defined in Claim 102; 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

Ci-Ce alkoxy, Ci-Ce alkyl, trifluoromethyl, and triiluoromethoxy; 
Riis phenyl, benzyl, Ca-Cs cycloalkyl, Cs-Cs cycloalkyl(Ci-C4 alkyl), naphthyl, 
naphthyl-CH2", indanyl, indandyl-CHa-, benzodioxolanyl-CH2-, or 
benzodioxolanyl, each of which may be substituted by up to 4 groups chosen 
from halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, Ci-Cg haloalkyl, Ci-Ce alkyl; and 
Ari is chosen from ethylenedio^QTphenyl, methylenedio3typhenyl, pyrrolyl, imidazolyl, 
pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 
substituted with up to foiir groups independently selected frt)m halogen, 
trifluoromethyl, trifluoromethoxy, Ci-Ce alkoxy, C1-C6 sJkyl, and amino. 

106. A compound according to Claim 102 wherein: 

R represents up to 4 groups independently chosen from hydrogen, halogen, amino, 

C1-C6 alkoxy, Ci-Ce alkyl, trifluoromethyl, and trifluoromethosgr; 
Ri is bexi2yl which is unsubstituted or substituted by up to 4 groups chosen from 
halogen, hydroxy, amino, Ci-Ce alkQ3cy, acetoxy, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl; 
Ari is chosen from ethylenedioxyphenyl, methylenedioxyphenyl, pyrrolyl, imidazolyl, 
pyrazolyl, triazolyl, thiophenyl, each of which may be optionally substituted or 
substituted with up to four groups independently selected from halogen, 
trifluoromethyl, trifluoromethoxy, Ci-Ce alko^, Ci-Ce alkyl, and amino; and 
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Ra is chosen from phenyl, benzyl, indolyl, indolyl-CHa-, indanyl, indanyl-CH2-, 
chromanyl, chromanyl-CHa-, benzofuranyl, benzofuranyl-CH2-, 
benzodioxinyl, benzodioxinyl-CH2'-, benzodioxolyl-CHa-, and benzodioxolyl, 
each of which may be optionally substituted or substituted with up to four 
groups independently selected from: 

halogen, nitro, cyano, trifluoromethyl, trifluoromethoxy, heloalkyl, hydroxy, 
acetoxy, Ci-Ce alkyl, C2-6 alkenyl, C2-6 allcynyl, Ci-Ce alkoxy, amino, and 
mono- or di(Ci-C6)allQrlamino. 

107. A compound according to Claim 102, of the Formula 



substituted with methyl, ethyl, methoxy, ethosy, hydroxy, halogen, or amino; 
R represents up to 4 groups independently chosen from hydrogen, halogen, hydros^, 

amino, Ci-Cealkyl, C2-C6 alkenyl, Ci-CeallQniyl, Ci-Ce alkoxy, acetoxy, mono- 

or di(Ci-C6)alkylamino; 
l?x and Ry each represent up to 4 groups independently chosen from hydrogen, 

halogen, hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci- 

Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, and 

C2-C6 alkynyl; and 

Ri and R4 are independently selected from Ci-Cealkyl, Ca-CscycloaScyl, (Ca-Cg 
cycloalkyl)Ci.C4all{yl, phenyl, phenylCi-Cealkyl, pyridyl, and pyridylCi- 




wherein: 



m is 0, 1, 2, or 3, and 



m represents a carbon chain which is optionally 
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Cealkyl, each or which may be xmsubstituted or substituted with up to 4 
substituents selected from halogen, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, haloalkyl, hydrojqy, acetoxy, Ci-Ce alkyl, Cm alkenyl, C2-6 
alkynyl, Ci-Ce alko:cy, amino and mono- or di(Ci-C6)alkylamino. 



108. A compound according to Claim 1 of the formula 




or a pharmaceutically acceptable salt, prodrug or hydrate thereof, wherein; 

m is 0, 1,2, or 3, and ni represents a carbon chain which is optionally 

substituted with methyl, ethyl, methoxy, ethoxy, hydoxy, halogen, or amino; 

LA 

n is 0, 1, 2, or 3, and n represents a carbon chain which is optionally 

substituted with methyl, ethyl, metho^cy, ethoxy, hydoxy, halogen, or amino; 

Rz represents up to 4 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, alkoxy, acetoxy, mono- or dialkylamino, cyano, nitro, 
haloalkyl, allgrl, alkenyl, alkynyl, cycloall^l, and(cycloalkyl)alkyl; 

R4 is chosen from alkyl, alkenyl, allQniyl, cycloalkyl, (cycloalkyl) alkyl, aryl and 
arylallQ^l, each of which may be unsubstituted, optionally substituted or 
substituted by one or more of halogen, nitro, pyano, trifluoromethyl, 
trifluoromethoxy, haloall^l, hydroxy, aoetoxy, alkoxy, amino, mono- or 
diallqylamino; and 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 
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Ari and Ara are independently optionally substituted carbocyclic aiyl, optionally 
substituted aiylalkyl, optionally substituted heteroaryl, optionally 
substituted heteroarylallgrl, optionally substituted heteroazylall^U or an 
optionally substituted heteroalicyclic or heteroaliqrclicalkyl group having 
from 1 to 3 rings, 3 to 8 members in each ring and from 1 to 3 heteroatoms. 

109. A compound according to Claim 108, wherein the compound exhibits 
an ICso of luM or less in an assay of C5a mediated chemotaxis or calcium 
mobilization. 



110. A compound according to Claim 108, wherein 
m is 1 and nn represents a carbon chain which is unsubstituted; 

n is 1 and n represents a carbon chain which is unsubstituted; 

R represents up to 4 groups independent^ chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alkoxy, acetoxy, mono- or dilCi-Celallgrlamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C2-C6 cycloalkyl, 
and(C3-C8 cycloalkyl) C1-C4 alkyl; 

R2 is C3-C8 alkyl or Ca-Cs cycloalkyl; 

Ari is ethylenedioxyphenyl, methylenedioxyphenyl, or; 

Ari and Ar2 are independently chosen from phenyl, phenyl(Ci-C4)alIqrl, pyrrolyl, 
fiiranyl, thienyl, pyrazolyl, imidazol^/lf thiazolyl, pyridyl, pyrimidyl, and 
pyrazinyl, each of which may be unsubstituted or optionally substituted or 
substituted with up to four groups independently selected from halogen, 
nitro, cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, 
Ci-Cg allsyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Ci-Ce alkoxy^ amino, mono- or 
di(Ci-C6)alkylamino. 



111. A compound according to Claim 95 of the formula 
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Ari R2 



wherein: 

Ari, Ri and R2 are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alkoxy, acetosy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C8 cycloalkyl, (C3- 
Cecycloalkyl) C1-C3 alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), 
mono or di(Ci-C6)all!^laminocarbonyl, sulfonamido, 3,4-methylenedio3cy, 
ethylenedio:^, and mono or di(Ci-C6)allQrlsulfonamido; 

1 12. A compound according to Claim 95 of the formula 




wherein: 

Ari and Ri are as defined in Claim 95; and 

R represents up to 4 groups independently chosen from hydrogen, halogen, hydroxy, 
amino, Ci-Ce alkoxy, acetoxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, Ci- 
Ce haloalkyl, Cx-Ce alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, C3-C8 qjrcloalkyl, (C3- 
Cgcycloall^l) C1-C3 isdkyl, hydroay carbonyl (COOH), aminocarbonyl (CONHa)) 



584 



wo 02/49993 



PCT/USOO/26816 



mono or di(Ci-C6)alkylaininocarbonyl, sulfonamido, 3,4-methylenedioxy, 
ethylenedio3cy, and mono or di(Ci-C6)al]Qrlsulfonamido; 

1 13. A compoimd according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95; and 

R and R3 represent up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alko^ty, aceto:^, mono- or di(Ci-C6)alkylamino, cyano, 
nitro, Ci-Ce haloallqrl, Ci-Ce alkyl, Ca-Ce alkenyl, Ca-Ce alkynyl, Cs-Ca 
cycloalkyl, (Cs-Cs cycloallcyl) C1-C3 alkyl, hydroxy carbonyl (COOH), 
aminocarbonyl (CONH2), mono or di(Ci-C6)alkylaminocarbonyl, sulfonamido, 
3,4-methylenedioxy, ethylenedio^Qr, and mono or di(Ci-C6)alkylsulfonamido; 

1 14. A compound according to Claim 95 of the formida 
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wherein: 

Ri is as defined in Claim 95; and 

R, R3 and R4 represent up to 5 groups independentity chosen from hydrogen^ 
halogen, hydroxy, amino, Ci-Ce alkosy, aceto:^, mono- or di(Ci- 
Cejalkylamino, cyano, nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, Ca-Cs cycloallQrl, (Cs-Cs cycloalkyi) C1-C3 alkyl, hydroxy carbonyl 
(COOH), aminocarbonyl (CONH2), mono or di(Ci-C6)alkylaminocarbonyl, 
sulfonamido, 3,4-methylenedioxy, ethylenedioxy, and mono or di(Ci- 
C6)alkylsulfonamido; 

115. A compoimd according to Claim 95 of the formula 




Ri and R3 are as defined in Claim 95, 
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1 16. A compound according to Claim 95 of the formiila 




wherein: 

• Ri is as defined in Claim 95. 

1 17. A compound according to Claim 95 of the formula 




wherein: 

Ri and R2 are as defined in Claim 95. 

1 18, A compound according to Claim 95 of the formula 
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wherein: 

Ri is as defined in Claim 95. 

1 19. A compound according to Claim 95 of the formula 




wherein: 

Ri and R2 are as defined in Claim 95. 



120. A compound according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95. 



121. A compoimd according to Claim 95 of the formula 
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wherein: 

Ri and R2 are els defined in Claim 95; and 
Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-Ce alkoxy, acetoxy, mono- or di{Ci-C6)alkylamino, cyano, 
nitro, Ci-Ce haloalkyl, Ci-Ce alkyl, Ca-Ce alkenyl, and Ca-Ce alkynyl. 

122, A compound according to Claim 95 of the formula 




wherein: 

Ri is as defined in Claim 95; and 

Rx represents up to 5 groups independently chosen from hydrogen, halogen, 
hydroxy, amino, Ci-C$ alkoxy, a.cetaxy, mono- or di(Ci-C6)alkylamino, cyano, nitro, 
Ci-Ce haloalkyl, Ci-Ce alkyl, Ca-Ce alkenyl, and C2-C6 alkynyl. 

123. A compound according to Claim 1 of the formula 
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Ri and R2 are independently chosen from Ci^ alkyl, C2-8 alkenyl, C2-8 alkynyl, C3. 
scycloallQrl, (Cs^ c7cloalkyl)Ci.4alkyly each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci-Ce alko^yr, amino and mono- or di(Ci- 
Cejalkylaxnino, or 

Ri and R2 are independently chosen from phenyl, phenylall^l, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pj^razinyl, pyrazinylalkyl, indolyl, indolylaUQrl, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen, nitro, qyano, trifluoromethyl, trifluorometho;^, 
haloalkyl, hydroxy, acetoxy, CrCe alkyl, C2^ alkenyl, C2^ alkynyl, Ci-Ce 
alkoxy, amino, mono- or di(Ci-C6)allQrlamino, amino(Ci-C6)alko:qr, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
Celalkylaminocarbonyl, N-( Ci-Csjalkylsulfonylaminocarbonyl, l-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 

Ari is chosen from optionally substituted carboqyclic aryl, optionally substituted 
aiylallQrl, optionally substituted heteroaryl, optionally substituted 
heteroaiylalkyl, or an optionally substituted heteroalicyclic, 
heteroalicydicall^l group having from 1 to 3 rings, 3 to 8 members in each 
ring and from 1 to 3 heteroatoms, ethylenedioxyphenyl or 
methylenedioxyphenyl; and 
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124. A compound according to Claim 123 wherein 

Ri and R2 are connected to form a 5-8 member optionally substituted 
carbocydic or heterocyclic ring. 

125. A compound according to Claim 123 of the formula 



R 




R2 



wherein 

Ri and R2 are independently chosen from Ci^ Blkyl, €2^ alkenyl, C2>8 alkynyl, C3. 
scycloalkyl, (Cs^ cycloalkyl)Ci.4all^l, each or which may be unsubstituted or 
substituted with one or more substituents selected from halogen, nitro, 
cyano, trifluoromethyl, trifluoromethoxy, haloalkyl, hydroxy, acetoxy, Ci-Ce 
alkyl, C2.6 alkenyl, Ca^ allQrnyl, Ci-Ce alko^, amino and mono- or di(Ci- 
C6)aI]Qrlamino, or 

Ri and R2 are independently chosen from phenyl, phenylalkyl, chromanyl, 

chromanylalkyl, imidazolyl, imidazolylalkyl, pyridyl, pyridylalkyl, pyrimidyl, 
pyrimdylalkyl, pyrazinyl, pyrazdnylaUsyl, indolyl, indolylallQ^l, indanyl, 
indanylalkyl, imidazopyridyl, azaimidazopyridyl, benzimidazoyl, 
benzimidazoylalkylbenzodioxolylalkyl, or benzodioxolyl, each of which may be 
optionally substituted or substituted with up to four groups independently 
selected from halogen^ nitro^ qyano, trifluoromethyl, trifluoromethos^, 
haloalkyl, hydroxy, acetoxyr, Ci-Ce alkyl, C2-6 alkenyl, C2.6 alkynyl, C1-C6 
alkoxy, amino, mono- or di(Ci-C6)alkylamino, amino(Ci-C6)alkoxy, carboxylic 
acid, esters of carboxylic acids, aminocarbonyl, mono or di(Ci- 
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C6)alkylaminocarbonyl, N-( Ci-Cejalkylsulfonylaminocarbonyl, 1-azetidinyl, 1- 
pyrrolidinyl, and 1-piperidyl; 
R is chosen firom hydrogen, halogen, hydroxy, amino, alkoxy, acetoxy, mono* or 
dialkylamino, cyano, nitro, haloalkyl, alkyl, alkenyl, alkynyl, cycloalkyl, 
(cycloalkyl)alkyl, hydroxy carbonyl (COOH), aminocarbonyl (CONH2), mono or 
di(Ci-C6)alkylaminocarbonyl, sulfonamido, and mono or dialkylsulfonamido; 

126. A compound according to Claim 125 wherein 

Ri and Ra are coxmected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

127. A compound according to Claim 95 wherein: 

Ari is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8 
member ring. 

128. A compound according to Claim 95 wherein: 

Ri and R2 are connected to form a 5-8 member optionally substituted carboqyclic or 
heterocyclic ring. 

129. A compound according to Claim 95 wherein: 

Ari is bound to the ring bearing X5 to form an optionally substituted heterocyclic 5-8 
member ring; and 

Ri and R2 are coxmected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

130. A compound according to Claim 5 wherein: 

R4 and Ar2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

131. A compound according to Claim 8 wherein: 
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R4 and Ar2 are connected to form a 5-8 member optionally substituted carbocyclic or 
heterocyclic ring. 

132. A compound according to Claim 3 wherein: 
A has hydrogen bond acceptor ability. 

133. A compound as set forth in any of Tables 1 through 6, or a 
pharmaceutically acceptable salt, prodrug or hydrate thereof. 

134. A compound that is: 

l-(l-bu1yl)-2-phenyl-5-(N,N-di[3,4-methylenedioxyphenyl 
methylDaminomethylimidazole 

l-(l-butyl)-2-phenyl-5-(l-(N-{3,4-methylenedioxyphenylmethyl}-N- 
phenylmethyl]amino)ethylimidazole 

l-Bu1yl-2-phenyl-4-bromo-5-(N-phenylmethyl-N-[l-butylJ)amino- 
methylimidazole 

l-(l-Butyl)-2-phenyl-4-methyl-5-(N-(3,4-methylenedioxyphenyl-methyl]-N- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[l,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyll-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[l,4-benzodioxan-6-yl]methyl-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(2-fluorophenyl)-5-(N-[l,4-benzodioxan-6-ylmethyl]-N- 
phenylmethyl)amino- methylimidazole 

l-(l-Butyl)-2-(2-methoxyphenyl)-5-(N-[naphtha-2-yhnethyll-N- 
phenyhnethyljamino-methylimidazole 
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l-(l-Butyl)-2-(2-metho3QTphenyl)-5-(N-{3,4-methylenedioxy^ 
phenylmethyl) aminomethylimidazole 

l-(l-Bu1yl)-2-(2-methoayphenyl)-5-(N,N-di[3,4-methylenedi^ 
artiinomethylimidazole 

l-(l-Butyl)-2-(2-methoxyphenyl)-5-(N-[4-dimethylaininophenylm 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(2-methylphenyl)-5-(N-[3,4-methyIenedioxyphenylmethyl]-N- 
phenylmethyl) aminomethylimidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l«.Butyl)-2-(2-methylphenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-Inaphth-2-yhnethyl]-N- 
phenylmethyljamino methylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenybnethyl) aminomethylimidazole 

l-(l-Butyl)-2-(3-auorophenyl)-5-(N,N-di[3,4- 
methylenedioxyphenylmethyl])amino- methylimidazole 

l-(l-Butyl)-2-(3-methosyphenyl)-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl)- aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-{l-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl)amino} ethylimidazole 

l-(l-Pentyl)-2-phenyl-5-(N-[indol-5-ylmethyll-N-phenylmethyl) 
aminomethylimidazole 

l-(l-Propyl)-2-phenyl-5-(N-[indol-5-ylmethyl]-N-phenylmethyl) 
aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[l-(ig-phenylethyll-N- 
phenylmethyl)aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-(l-(2q-phenylethyl]-N- 
phenylmethyl)aminomethylimidazole 



594 



wo 02/49993 



PCT/USOO/26816 



l-(l-Bufyl)-2-phenyl-5-(N-[3,4-methylenedio3gi)henylmethyl]-N^ 
dichlorophenyl]methyl)aniinomethy]iinidazole 

i-(l-Bu1yl)-2-phenyl-5-(N,N-di[3,4-methylenedio3Q^henylmethyy 
aniinomethylixnidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethylI-^ 
metho:Qrphenylmethyl])-aininomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N43,4-methylenedioxyphenylmethyl]-N-[4-{l- 
propyl}phenylmethyl])aminomethylimida2ole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3C5rphenylmethyl]-N-p 
dichlorophenylethyl])ammomethylimidazole 

l-(l"Butyl)-2-phenyl-5-(N-[3,4-methyleneciioxyphenyllmethyl-N-[4- 
nitrophenylmethyl])aminomethyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyll-N-[4-{l^ 
propylo:^} phenylmethyl])amino2nethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio:iQl)henylmeth^^^ 
ylmethyl])- aminomethylimidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedi03Qa>henylmet^^^ 
dicUorophenylmethylH-aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-I3,4-methylenedioxyphenylme1^^ 
dimethylphenylmetiiyl])-aiiimomethyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyl]methyl-N-[indan^ 
aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-(3,4-methylenediQxyphenylmethyl)-^^ 
phenylethyl])ainino-methylimidazole 

l-( l-Propyl)-2-phenyl-5-(N-[ 1 ,4-benzodioxan-6-ylmethyl]-N- 
phenylmethyl)aininomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
phenylmethyl)axxiinomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
ethyl)aminomethylimidazole 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenediQxyphenylmethyl]-N-^ 
pn>pyl])aminoinethyl-inudazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-melJiytenedi03cyphenylmethyl]-N-^ 
buiyl])aininomethyl-iinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N- 
<grcloheptylmethyl)amino-methyliniidazole 

l-(l--Butyl)-2-phenyl-5-(N-I3,4-methylenedio3cyphenylmethyl]-N- 
isobutyl)aminomethyI-imidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedio3cyphenylmethyl] 
€yclopentylethyl])amino-methylimidazole 

l-(l-Butyl)-2-phenyl-5-(N«[3,4-methylenedioxyphenylmeth^^ 
cyclopentylpropyl])amino-methyliinidazole 

l-( 1 -Butyl) -2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyl]-N'[ 1 -n- 
oc1yl])aiiunomethyl-imida^le 

l-(l-Butyl)-2-phenyl-5-(N-I3,4-methylenedio3Qrphenylmethy 
(yclopropylmethyljatoino-niethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio3^henyliuethyl]-N- 
cyclopentylinethyl)amino-methyliimdazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio:g^phenylmethyll-N- 
c/clohe^lmethyl)amino-methylmiidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedio;cyphenylmethylJ-N--(t- 
amylDaxninomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-{3,4-methylenedioxyphenylmethyl]-N^ 
methyl}butyl)]amino-methyliniidazole 

l-(l-Butyl)-2-phenyl-5-{N-[3,4-methylenedio3gi>henylmethyll-N^ 
dunethyl}butyl]) aminomethylimidazole 

l-(l-Bu1yl)-2-phfenyl-5-(N-[3,4-methylenedioxyphenylmethylJ^ 
methyl)aixiinomethyli2nidazoIe 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmet^^ 
thiophenylmethyl])axnino-mefhylimida2ole 
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l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylmethyi]-N- 
ylmethyl])amino-inethy]imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedi03QrphenylmethylJ-N-({l- 
methyIindol-5-yl}methyl])a]zunomethylixnidazol^ 

l-(l-Bu1yl)-2-phenyl-5-(N-[3,4-methylenedioxyphenyllmethyl-N-[4-hydro^^^ 
chlorophenyl]-methyl)aminoinethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(l-[N-{2-cWoro-4-hydroxyphenyl}niethyl-N- 
phenylmethyl]) aminoethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4-methylenedioxyphenylJmethyl-N-[2,3- 
dihydrobeiizo[b]fiLran-5-yl]metliyl)aminomethy 

l-Butyl-2-(4-fluorophenyl)-5-(l-IN-{3,4-methylenedioxyphenyl}^^ 
phenylmethylj-aminojethylimidazole 

l-(l-Butyl)-2-(2-thienyl)-5-(N-[3,4-methylenedi03Qi)henyl]methyl-^ 
phenylmethyl] aminomethylixnidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3,4,S-trimethoxyphenylmethyl]-N^ 
phenylmethyljaxxiino-methyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-phenylmethyl-N-[3,4- 
dimethoxyphenylmethyl])aminoniethyl-iinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-dimethylaminophenylmethyl]-N- 
phenylmethyl)ammomethyl-iiQidazole 

l-( 1 -Butyl)-2-phenyl-5-(N-[4-methylaininophenylmethyl]-N- 
phenylmethyl)aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3-methyl-4-aminophenylmethyl]-N- 
phenylme11iyl)aininomethyl-iniidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyl)aminoniethylimidazole 

l-( l-Butyl)-2-phenyl-5-(N-t3,4-dichlorophenylmethyl]-N- 
phenylmethyljaminomethylimidazole 

l-( 1 -Butyl)-2-phenyl-5-(N-(3,4-difluorophenylmethyl]-N- 
phenylmethyl)aniinomethyliznidazole 
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l-(l-Butyl)-2-phenyl-5-(N-(benzo[b]thiophen-5-ylmethyl)-N- 
phenylmethy^aminomethyl-imidazole 

l-(l-Butyl)-2-phenyl-5-(N-I4-ethoxyphenylinethyl]-N- 
phenylmethyl)axxiinomet±Lylmudazole 

l-(l-Butyl)-2-phenyl-4-broino-5-(N-phenylmethyl-N-[l- 
bu1yl])aminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-methoxyphenylmethyl]-N- 
phenylmethyl)azninoniethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[6-cUoro-3,4-methylenedioxyphenylmethyl]-N 
phenylmethyl)-aininomethyliniidazole 

l-(l-Butyl)-2-phenyl-5-(N-{2,3-dichlon)phenylmethyll-N-[l- 
butyl])aininomethyliniidazole 

l-(l-Butyl)-2-phenyl-5-(N-[3-methosyphenylmethyl]-N- 
phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-chloro-4-fluorophenylmethyll-N- 
phenylme1hyl)aminomethyl-imidazole 

l-(l-Bu1yl)-2-phenyl-4-bromo-5-(N-[2,3-dfcWorophenylinethyl]-N-tl- 
butyl])aininomethyl-iinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2,6-dicWorophenylmethyll-N- 
phenylmethyl)axninomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-chlorcH4-hydro;OT>henylmethylJ-N- 
phenylmethyl)aininomethyl--iniidazole 

l-(l-Bu1yl)-2-phenyl-4-chloro-5-(N-phenybaaethyl-N-[l- 
bu1yl])azmnomethylimida2ole 

l-(l-Butyl)-2-phenyl-5-(N-[4-{l-pyrrolidinyl}phenylmethyl]--N- 
phenybnethyl)aminoinethyl-imidazole 

l-(l-Bu1yl)-2-phenyl-5-(N-(4-diethylaixiinophenylmethyl]-N- 
phenylmethyl)aiJiinoinethyl-iinidazole 

l-(l-Bii1yl)-2-phenyl-5-(N-Ipyridin-2-ybiiethyl]-N- 
phenylmethyl)aiiiinomethylixnidazole 
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l-(l-Butyl)-2-phenyl-5-(N-[i^din-3-ylmethyl]--N« 

phenylmethyljaminomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[pyridm-4-ylinethyl]-N- 
phenylmethyl)aixiinomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-fluoro-6-chlorophenylmethyl]-N- 
phenylmethyljaminomethyl-imidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2,4-dichlorophenylmethylI-N- 
phenylmethyl)aininomethyl-imidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[4-cmorophenylmethyl]-N- 
phenylmethyl)axninomethylimidazole 

l-(l-Butyl)-2-phenyl-5-(N-[4-hydroayphenylmethyl]-N" 
phenylmethyl)aminomethyliinida2ole 

l-(l-Butyl)-2-phenyl-5-{N-[4-tri£luoroinethoxyphenyliiiethyl]-N- 
phenylmethyl)aminomethyl-iinidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[2-chloro-3,4-dimetho3Q^henyIm^ 
phenylmethyl)amino-znethylimidazole) 

l-(l-Butyl)-2-phenyl-5-(N-[4-nitrophenylmethyl]-N-- 
phenylmethyl)aminomethylimidazole 

l-{l-Butyl)-2-phenyl-5-(N-[4-aininophenylmethyl]-N- 
phenylmethyl)aminomethylimidazole 

l-( l-Butyl)-2,4-diphenyl-5-(N-phenylmethyl-N-1 1- 
butyl])axninomethylixriidazole 

1 -( 1 -Butyl)-2-phenyl-5-(N-[2-a2ninopyridin-5-ylmethyl]-N- 
phenylmethyl)aminomethyl-iniidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2,3-dihydrobenzo[blfuran-5-ylmethyl]-^^ 
phenylmethyljamino-methyliinidazole 

l-(l-Butyl)-2-phenyl-5-(N-[2-cWoro-4-hydro3grphenylmethyl]-^^ 
butyl])aminomethyl-i]xiidazole) ; 

Bis-benzo[l,3]dioxol-5-ylmethyl-(3-bu1yl-2,5-diphenyl-3H-imida^ 
ylmethyl)-axnine; 
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Benzo[l,3]dioxol-5-ylmethyl-benzyl-[3-butyl-5-(4-metho3g^-^^ 
3H-iznidazol-4-ylmethyl]-amine; 

4-({Benzyl-(l-(3-bu1yl-2,S-diphenyl-3H-iimda2»l-4-yl)"e&^ 
benzaxnide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-imidazoM-ylmethyl)-ammo]-m 
chloro-phenol; 

4-({[l-(3-Butyl-2-phenyl-3H-imidazol-4-yl)-pen1yl]-cyclohe3Q^lmeto^ 
methyl)-phenol; 

4-{[Beiizyl"(3-butyl-2,5-diphenyl-3H-iniidazol-4-ylmethyl)-air^ 
benzamide; 

4-{[Benzyl-(3-butyl-2,5-diphenyl-3H-iiiudazol-4-ylmethyl)-ainino]-met^^ 
methyl-phenol; 

4-{[(3-Butyl-2,5-diphenyl-3H-iimdazol-4-yhnethyl)-cyclohe3cylm 
methyl}-2-methyl-phenol; 

(3-Bu1yl-2,5-diphenyl-3H-ilnidazo^4-ylmethyI)-(2,6-difluo^o-benz^ 
metho:cy-ben2yl)-ainine; 

Beiizyl-(3"butyl-2,5-<Uphenyl-3H-imidazol-4-ylmethyl)-(2,3-dihy 
benzo( 1 ,4]dioxin-6-ylmethyl)-amine; 

(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(2,5-difluoro-benzyl)-(4- 
methoxy-benzylj-axnine; 

(3-Buiyl-2,5-diphenyl-3H-iinidazol'4-ylmethyl)-(2,6-dichloro-benzyl)-^^^ 
metho3Qr-ben2yl)'-amine; 

Benzo[ 1 ,31dioxDl-5-ylmethyl-butyl-[3-bu1yl-2-(2-methoxy-phenyl)-5-phenyl- 
3H-iimda2ol-4-ybnethyl]-aniine; 

4-({Benzyl-[3-butyl-2-(2-metho3Qr-phenyl)-5-phenyl-3H-imidazol-4-yhnethyll 
ainino}-methyl)-ben2enesulfonainide; 

Benzo[ 1 ,3]dioxol-5-ylmethyl-benzyl-(3-bu<yl-2-(2-metho^-phenyl)-5-phenyl- 
3H-iimdazoM-ylmethyl]-amine; 

4-({Butyl-[3-butyl-2-(3-metho3Qr-phenyl)-5-phenyl'3H-imidazol-4-ylmeto^ 
amino}-methyl)-3-chloro-phenol; 
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4-{[{3-Butyl-2,5-diphenyl-3H-iaddazol-4-ylmethyl)-(4-metho«^ 
ammo]-methyl}-benzoic add; 

4-({Ben2yl-[3-butyl-2-(3-metho3iy-phenyl)-5-phenyl-3H-imidazo 
amino}-methyl)-3-cliloro-phenol; 

Ben2o[l,3]dioxol-5-ylmethyl-beiizyl-[l-(3-butyl-2,5-diphenyl-3H"imid 
ylj-pentylj-amine; 

Benzo[ 1 ,3]dioxol-5-ylmethyl-beia2yl-[ 1 -{3-butyl-2, 5-diphenyl"3H-imidazol-4- 
yl)-ethyl]-amine; 

4-{IButyl-(3-butyl"2,5-diphenyl-3H-imidazol-4-ybnethyl)-axii^ 
benzamide; 

Benzo[ 1 ,3]dioxDl-5-yImethyl-benzyl-[3-butyl-5-(4-fluoro-phenyl)-2-phenyl-3 
iinidazol-4-ylmethyl] -amine ; 

3- {[Benzyl-(3-bu1yl-2,5-diphenyl-3H-imida2ol-4-ylmethyl)-amm^ 

phenol; 

4- {[Butyl-(3-butyl-5-tert-butyl-2-phenyl-3H-raiidazoM-ylmethy^ 
methyl}-benzeuziide; 

4-{[Ben2yl"(3-bu1yl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-amino] 
2,6-di2nethyl-phenol; 

4-({[3-Butyl-5-(4-metho3cy-phenyl)-2-phenyl-3H-imidazol-4-ylmethyl]- 
Qrclohe^hnethyl-amino}-methyl)-2,6-dimethyl-phenol; 

[3-Butyl-5-(4-metJio:Qr-phenyl)-2-phenyl-3H-imidazol-4-ylmethylJ- 
cydohcxylmethyl-(2,3-dihydro-beiizofuran-5-ylmethyl^ ; 

(4-{[(3-Butyl-2,5-diphenyl-3H-iniida2ol-4-ylmethyl)-<^doheayto^ 
ammo]-methyI}-phenyl)-dimethyl-ainine; 

4-{5-[(Bis-benzo[ 1 ,3]dioxol-5-ylmethyl-aniino)-methyl]-2,4-diphenyl--inudazol- 
l-yl}-butan-l-ol; 

(4-{[(3-Buiyl-2,5-diphenyl-3H-imdazol-4-ylmethyl)-cyclohexylm 
methyl}-phenyl)-dimethyl-ainine; 

4-flButyl-(3-butyl-2,5-diphenyl-3H-imida2»l-4-ylmethyl)- 
dimethyl-phenol; 
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4-({Butyl-(l-(3-butyl-2,5-diphenyl-3H-inudazol-4-yl)-ethylJ-ainino}-^^ 
2,6-dimethyl-phenol; 

4-{[(3-Butyl-2,5-diphenyl-3H-imidazol-4-ylmethyl)-(4-dimethyl^^ 
aniino]-methyl}-ben2oic add 

l-(l-Butyl)-2-phenyl-4-methyl-5-(N-phenylmethyl-N-Il- 
bu1yl])anunomethyliinidazole 

l-(l-Butyl)-2-(4-fluorophenyl)-5-(N-r(2-cMoro-4-hydroxyphenylmetiiyl]-^ 
phenylmethyl)-aininomethyImudazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[2-chloro-4-hydro35yphenyl^^ 
phenybne1Jiyl)-aminomethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[2,3-dichlorophenylmethyl]-N- 
phenylmethyl)aniino-methyliinidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5"(N-[4-dimethylaimnophenylmethyl]-N- 
phenylmethyl)amino-inethylimidazole 

l-(l-Butyl)-2-(3-fluorophenyl)-5-(N-[4-{l-pyrroUdinyl}phenylmethyll-N- 
phenybnethyl)amino-methylimidazole 

l-(l-Bu1yl)-2-(3-chlorophenyl)-5-(l-[N-{2-chloro-4-hydro^henylmethyl^^^ 
phenylmethyl] amino)ethylixnidazoIe 

l-(l-Butyl)-2-phenyl-5-(N-(indol-5-ylmethyl]-N- 
phenylmethyljaminoinethylimidazole 

1- (l-Butyl)-2-(4-fluorophenyl)-5-(l-N,N-di[3,4- 
methylenedioxyphenylme1hyl]a2nino)ethylimidazole 

2- {[5-(Pu1y^(l-butyl-2,4-diphenylimidazol-5-yl)methylIamino}methy^^ 
pyridfyl]ainino}ethan- l-ol, 

or a pharmaceutically acceptable salt, prodrug or hydrate thereof. 

135. A compound of any one of daims 1 through 134 wherein the compound 
exhibits an ICso of about 500 nM or less in a standard in vitro C5a mediated 
chemotaxis or calcium mobilization assay. 
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136. A compoiind of any one of claims 1 through 134 wherein the 
compound exhibits an ICso of about 200 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

137. A compoxind of any one of claims 1 through 134 wherein the 
compoxmd exhibits an ICso of about 100 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

138. A compound of any one of claims 1 through 134 wherein the 
compoimd exhibits an ICso of about 50 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

139. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an ICso of about 25 nM or less in a standard in vitro C5a 
mediated chemotaxis or calcium mobilization assay. 

140. A compound of any one of claims 1 through 134 wherein the 
compound exhibits an ICso of about 10 nM or less in a standeird in vitro C5a 
mediated chemotaxis or calciiun mobilization assay. 

141. A compoimd of any one of claims 1 through 134 wherein the 
compound exhibits an ICso of about 5 nM or less in a standard in vitro C5a mediated 
chemotaxis or ccdcium mobilization assay. 

142. A compound of any one of claims 1 through 134 wherein the 
compound exhibits less than 5% agonist activity in a GTP binding assay. 



wo 02/49993 PCT/USOO/26816 

143. A compound of any one of claims 1 through 134 wherein the 
compound exhibits a 10-fold selectLvily for the antagonist activity over the 
compound's effects on ATP stimidated responses in a OTP binding assay. 

144. A pharmaceutical composition comprising a compound of any one of 
claims 1 through 143 or a prodrug or hydrate thereof and a pharmaceutically 
acceptable carrier therefor. 

145. A method for treating a patient suffering from or susceptible to a 
disease or disorder involving pathologic activation of C5a receptors, comprising 
administering to the patient an effective amoimt of a compoimd or composition of 
any one of claims 1 through 143, 

146. A method for treating a patient suffering from or susceptible to an 
autoinmiune disease or disorder, comprising administering to the patient an 
effective amount of a compound or composition of any one of claims 1 through 143. 

147. A method for treating a patient suffering from or susceptible to 
rheumatoid arthritis, systemic lupus erjrthematosus, associated glomerulonephritis, 
psoriasis, Crohn's disease, vasculitis, irritable bowel syndrome, deimatomyositis, 
multiple sclerosis, bronchial asthma, pemphigus, pemphigoid, scleroderma, 
m3^sthenia gravis, autoimmune hemoljrtic and thromboc3^openic states, 
Goodpasture's syndrome, glomerulonephritis, pulmonary hemorrhage), or 
immunovasculitis, comprising administering to the patient an effective amount of a 
compoimd or composition of any one of claims 1 through 143. 

148. A method for treating a patient suffering from or susceptible to an 
inflammatory condition, comprising adminstering to the patient an effective amount 
of a compoxmd or composition of any one of claims 1 through 143. 
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149. A method for treating a patient suffering from or susceptble to 
neutropenia, sepsis, septic shock, Alzheimer's disease, stroke, inflammation 
associated with biuns, lung ii^uiy, myocardial infarction, coronary thrombosis, 
vascular occlusion, post-surgical vascular reocclusion, artherosderosis, traumatic 
central nervous system injury, ischemic heart disease, and ischemia-reperfusion 
injury, acute respiratory distress syndrome, systemic inflsunmatoiy response 
syndrome, multiple organ dysfunction syndrome, tissue graft rejection, or 
hyperacute rejection of transplanted organs, comprising administering to the patient 
an effective amount of a compound or composition of any one of claims 1 through 
143. 

150. A method for treating a patient suffering from or susceptible to 
pathologic sequellae associated with insulin-dependent diabetes mellitus, lupus 
nephropathy, Heyman nephritis, membranous nephritis, glomerulonephritis, 
contact sensitivity responses, or inflammation resulting from contact of blood with 
artificial surfaces, comprising administering to the patient an effective amount of a 
compound or composition of any one claims 1 through 143. 

151. A method of any one of claims 145 through 150 wherein the patient is 
a mammal. 

i 

152. A method of cmy one of claims 145 through 150 wherein the patient is 
a human. 

153. A method for inhibiting C5a-promoted cellular chemotaixs, 
comprising administering to mammalian white blood cells a chemotaxis or calcium 
mobilization-inhibitor effecitve amount of a compound or composition of any one of 
claims 1 through 143. 

154. The method of claim 153 wherein the white blood cells are human. 
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149. A method for treating a patient suffering from or susceptble to 
neutropenia, sepsis, septic shock, Alzheimer's disease, stroke, inflammation 
associated with bums, lung injuiy, myocardial infarction, coronary thrombosis, 
vascular occlusion, post-STUgical vascular reocclusion, artherosclerosis, traumatic 
central nervous system injury, ischemic heart disease, and ischemia-reperfusion 
injuiy, acute respiratory distress syndrome, systemic inflammatoiy response 
syndrome, multiple organ dysfunction syndrome, tissue graft rejection, or 
hyperacute rejection of transplanted organs, comprising administering to the patient 
an effective amount of a compound or composition of any one of claims 1 through 
143. 

150. A method for treating a patient suffering from or susceptible to 
pathologic sequellae associated with insulin-dependent diabetes mellitus, lupus 
nephropathy, Heyman nephritis, membranous nephritis, glomerulonephritis, 
contact sensitivity responses, or inflammation resulting from contact of blood with 
artificial surfaces, comprising administering to the patient an effective amoimt of a 
compound or composition of any one claims 1 through 143. 

151. A method of any one of claims 145 through 150 wherein the patient is 
a mammal. 

152. A method of any one of claims 145 through 150 wherein the patient is 
a human. 

153. A method for inhibiting C5a-promoted cellular chemotaixs, 
comprising administering to mammalian white blood cells a chemotaxis or calcium 
mobilization-inhibitor effecitve amount of a compound or composition of any one of 
claims 1 through 143. 

154. The method of claim 153 wherein the white blood cells are human. 
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155. A method of locali2ang C5a receiptors in a tissue, comprising: 
contacting a tissue with a detectably labelled compound or composition of 

any one of claims 1 through 143 imder conditions that permit binding of the 

compound to the tissue; and 

detecting the bound compound. 

156. A method of reducing the severity or frequency of one or more inflammatoiy 
sequelae of organ transplantation comprising: 

perfusing a donor organ, prior to transplantation of the organ into a recipient 
patient, with a liquid solution comprising a compound of Claim 1 in a 
pharmaceutically acceptable carrier, wherein the solution comprises a concentration 
of the compound that is sufBcienti 

to inhibit C5a-mediated chemotaxis of cells expressing a C5a receptor in vitro, or 

to inhibit C5a-induced calcium mobilization in cells expressing the C5a receptor in 
vitro, or 

to inhibit C5a- induced GTP binding to the membranes of cells expressix^ the C5a 
receptor in vitro, or 

when present in vivo in an animal's bloodstream when a neutropenia-induction- 
sufficient amount of C5a is introduced into the bloodstream of the animal, to 
reduce the resulting C5a-induced neutropenia in vivo; 

and 
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transplanting the donor organ so perfused into the recipient patient to produce a 
perfused transplant recipient patient; 

wherein, following the production of a first plurality of such perfused transplant 
recipient patients, the severity or frequency of one or more inflammatory sequelae 
following organ transplantation in the first plurality of patients is reduced when 
compared to the severity or frequency of said one or more inflanmiatoxy sequelae 
following organ transplantation in a second plurality of control (including historical 
control) transplant recipient patients who have received transplants of donor organs 
that have not been so perfused. 

157. A compound of any of claims 1 to 143 wherein the compound produces less 
than a 10%, 5% or 2% reduction of ATP-induced calcium mobilization in a calcium 
mobilization asssQ^. 
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FIG. 1 

SEQIDNO:! 

cccag^igaccccaccatgaactccttcaattataccaccccl^attatgggcactatgal^acaaggat 

accctggacctcsiacacccctgtgga^taaaacttctaacacgctgcgtgttccagacatcctggccli^ 

tcatctttgcagtcgtcttcctggtgggagtgct^gcaatgccctggtggtctgggtgacggcattcga 

ggccaagcggaccatca^atgccatctggttcctcaacttggcggtagccgacttcctctcctgcctggcg 

ctgcccatcttgttcacgtccattgtacagcatcaccactggccctttggcg^gccgcctgcagcatcc 

tgccctccctcatcctgctcaacatgtacgccagcatcctgctcctggccaccatcagcgccgaccgctt 

tctgctggtgtttaaacccatctggtgccagaacttccgaggggccggcttggcctggatcgcctgtgcc 

gtggcttggggtttagccctgctgctgaccataccctccttcctgtaccgggtggtccgggaggagtact 

ttccaccaaaggtgttg^tggcgtggactacagccacgacaaacggcgggagcgagccgtggccatcgt 

ccggctggtcctgggcttcctgtggcctctactcacgctcacgatttgttacactttcatcctgctccgg 

acgtggagccgcagggccacgcggtccaccaagacactcaaggtggtggtggcagtggtggccagtttct 

ttatcttctggttgccctaccaggtgacggggataatgatgtccttcctggagccatcgtcacccacctt 

cctgctgctgaataagctggactccctgtgtgtctcctttgcctacatcaactgctgcatcaaccccatc 

atctacgt^tggccggccagggcttccagggccgactgcggaaatccctccccagcctcc^^ 

tgttgactgaagagtccgtggttagggagagcaagtcattcacgcgctccacagt^gacactatggccca 

gaagaccca^cagtgtaggcgacagcc 
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